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im^m i ] ( i ) ie?y#-§- : i x-mt> ztizr^y mnm t iwi— *> l < \t%n 
^y^K^Ttfi-eoi^j:^ (2) j *>ikmz%&mi>tmitzi±z<Di*zm^ 

3 ] tt^SI 1 fS«<7) X * i j - - > £ tif»^ 2 f ago x * v - 

ft** & l < «5c* * it it -e * t t & * mm 0 

tt **ftT> HMMS*. MMHk <bffi«fe JWK IFF* 
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, jfcfiu Jtt^. liHR**, MftW, <frMR#. tr<*, L*>. fc**, 

im^me] mm"*: ix'mt>zti&T* ;mmmtm-t> L<i±nwmm 

[fflN&s 8 ] ( i ) : i -c^*? $ r s y m@e^"j t ra— * t < itmn 

mtt&mKmttz&z<Dm.t<D&^zmkz^&ik&mi> l< itytrnz tz& 
^(om^m^^^t^^ti-^mi-^^^-M^nttzit^<Dm.i l zn't^T^ 

m^^m^mttza^<D^t<D^^mt^^^^t^i> l < it%mttzii 
im&m i o 3 ffi£g 8 iBfcox * u - - > 4 7t i±ts*^ 9 tm<v * ? u 
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1&T\ ®.mm&T, i&:EPt#, Btj£M*> abMEtt, 'i>^@^ JB2£* 
, ^tHkL, MJ%. Pf(R»f> vmb^#, 'WW**, fr<*. Lfrx 

^s^tT, mm* m, mm, mmm, v*. stjuu ahr»#, m 
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*««fc+**v*^--atajt«>«m««rjMk**, saw**, * 
®> grjflL, iftn, 'Mrwesk 

tr<*. L*>, fc**, ?ttlftttfliH&T\ * MffiNC*. «f«Dg|« 

vs, ^jfiL, jr^ iqhrm, ant**, &mwm, tr<*, l 
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, is mm^, ^jfiL, ufTOw, mitw&, 'is-mmm, e# 
, mm,, m, mm, mw.m, jwiu wiiii, ^hii^w 

o 
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mm., m, mm, mmm, ->^. ml jb^ mmm, mitmm, <bmmm* 

[m$zm 2 3 ] m%m%o KM l t, 0)@SH#-^ : l $ *l£ r ^ / msB^ij t iwj 

m»t^<Dtmt>i&T. mm* m. mm. mmm, ml 

■WW* Ittf, 'MW#, S#> tr<*, L*>, fc**. WlifiT 
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ibj— & l < ii^scft n i^— <7) r ^ j mmm * $%rt & g m & stasia v -t -r * - 

[0 0 0 1] 

**9§li, Glfif^lV^^-iei (GPR3 9) «Clt^ 0 
[0 0 0 2] 

^>#< (i*tSLTV/^ guanine nucleotide-binding protein (&T\ 

ai^l^-b/^-iag (GPCR) **V»tt7ElitjrjifflV-b^-»e 
« (7TMR) t|&i$^o 

tit, &m&fo<Dmm*?m&<Dmm*mwu t^mmtmmKmMLtzmm 
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N A <DWr)f%Z&} Expressed Sequence Tag (EST) t LXT— 9^—7* hZ^M 

[0 0 0 3] 

GMMfcOR 1 1 
Genomics 1997 Dec 15;46(3) :426-34 

imtxm 1 1 
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US2002/004491 

WO 2002/3 9885 

WO 2002/71928 

mftXM 5 ] 
WO 2001/8 1634 

WO 2002/79492 

[#fP^7] 
WO 2 0 0 2/8 6 4 4 3 

[0 0 0 4] 

[z&wtm®: t x ^ t -t & mm] 

tLT^/io lot, G^SS^M^^r^-segOijfm^ 1 ;^^ K£*fe£1" 
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S «t Ktfti T * - * h i «t T V 9 =f-* h *f^«-t & CI fc & Plf g-cab 4 0 d 
(2 , G S 6 * 1^ * •/ 9 - S R *> tMICT£* «|ft it n«+ « ML O 

SI»t-7 7 ^GIfiI#MW-t^-iefGPR 3 9 

^SrMfcS-tf&ft^tJ (7>^-XK 7^H & L < f±f£GS6S£* 

* if* "t & i t 4- g tfj 1~ & „ 
[0 0 0 5] 

*§kW%t>&, MMffiftZmtoLtim^ H b &3fc<DG P R 3 9 <DV iSV Ftm 
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[0 0 0 6] 

Cl] (l) l-«*>**L*T5yBIEWi:H-tt<tt*«ttK:n 

-«T5y«Ewt^*-t**G*e**iaaii/*^-»fiK, 

K4 J: 0* (2) >f *Xb^rtt*«5c*4fett-eott*^i-*c 

C3] ±12 [1] tBm.*>X9V-->ir%&tti:i±±tR [2] E«O^^U-- 

: i s *.* r ^ y mse^j t n- 1 l < *«« ft t ra-o 7^ mse^ij 
mse^ij t & t < ti^Kw kiwi— 0 T ^ y Gse»*®ia v 

t L<tt5c**3ttt-€-oat*3firtT*4IS3||, 

C5] e?ij#^: l-c^bsttarsygfeEanifcra-fc l< t±HK«jtc|ii— or 
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, vmmm> mimm. ^mmm, l*?, 

C9] (i) se^j#-^: i t?iEfr£*L&T5y^@e?!it|ig— & t< 

Cio] ±ib [8] iB*o^^y-->^^4fe»±±fB [9] fam^^^';- 

C i i ] @e^j#^- : i T*^t> $ *l& r ^ y m@e^J twi—i> L < te^ff w iwj — <t> 
7^TOJ^tt*Gl6fMii/^7^-iegi/;tt^I^t-?, 
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[12] E?0##: l-c*$<t*T5y»Ey«fcra-t L<(iHKW^ra-or 

tt««H&T\ BfcKE. tftifcJMUE*, ttKWfk 'Mfc**, H**. ffRg 

> ML K=6, WRK*. ffiftft*. <MB#, Sft, tr<*. L*>, fc**, 
[13] ge^iJS-^: lT^$tL^T<ymiE^!li:|S|-^L<(i^ff6«jtc|S|-OT 

wifc&ofiT, tt«ttftT, mxmm. mil 
mm±> mm.it> ^mmm, umm. ^uxf-u-jumm. 
imjii&T, mm, m. mm. m^m, n-vmm, mimm 

ci4] mm^r: i-cmztizT$;m%&mtm-i> L<imMmi,zm-<or 
«#b#©T\ hm. mmm. v*. itm, pfmi**, 

[15] Se^iJ#-^: l^*3*L*r$yaE^fcH-feL<l«jr«fcm-©7 



tBSE#2 004-3047286 



mm. 2003-122 464 



^-v: 14/ 



1> «m*Pi. ~>^> Mu iqHRHEWx MftPW. 'frHEl**, tr<* 

. Lt>, tzzfr, w*mmm&T. m, nm^m, wmmmm, mmmm. r 

c i 83 l-e^sttars ;m.miitm—i> t< {±^®^^iwi-^t 

^ / msm * sm-t g m e sc v * •/ * - s e w * *± ^- <du^ ^ k 

®t> ttSitr, tiauftjE*^ nK«ft, <bffiK& as^* 

. Mu WtKW, 'L«§^ 6i§> tf<*> Lfc, 

¥#cMf£1g;T\ B0^Jil> ^lllf, ffi&tBI*^ 

ci 9] ±ib ci 7} %WLv>**v-=-yy^$k*tzi±±.u ci 8] mm.*?)*? 
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^ urn. «m#i> mu m=z. mm&, mitmm> <km*. £^ 
> mm, mmm, -> * . 'Urim, e# 

C2 1] iS^J#-^-: iT^$tL^>T^ymi£^Jt|il-^ L<ii^RWi:R-o7 
<7>3£5«: * S £ ifrkm ttz\*Z:<D)&* It^-S VF«|gME«^ flfftt IPSE 
[2 2] ffi&tt&fcttLT, (DMKW-^I l-C^^tt^T^ ymSS^iJiira-^ L 

* f - h\ * »±(DR?!I#^- : 1 -e^ $ *l& 7 5 y mse^J i: IBS — & L < <«|f ft K 

M^oer, tt*iftfiT, mat, mmmm. traM*, mft, 
^> Mm^, v^, ^jflL, mmm. mitmm. imt 
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«u «*j^o«tt*ftT, mm. m. mm. m^m. nm.. mm. wm.m 

?!l t n— i> L < filHSClft |WJ— <7) r ^ J w®m Ztt-t a g ^ -fe f 

zti&7$ y^se^ij^iwj— i> l< tempera— or* smsM^^-t^Gm 
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[0 0 0 7] 

[2 6) (i) ie?ij#^: i^Zti%T^ymmi]t\s\-i>L<imnMi,z® 

^ GPR3 9, ^OMfr^T-Fttzlt^Vi&t, &m%mHtz\±l:<D 

C2 7] (i) #^7C^OSi[|t14(SI^7n^^GPR 3 9, ^g&^T 9 ?- K £ fz 

it^<Di&Kmmmtfzm&t, go &m%m<vi&mm&Km&£Tfi£mfc& 

<®ji>L< l$jtmttzte^:<Dm.*GFR3 9> ^<DU^^ Ft tz^OM.^ 

Mmttzm&^&iiz^ &m7tm<ni&M&miiL7um<7)GPR 3 9, -?-ogi5^-7 s 
^Fztzit^vmztt-r&m&mitmfcu it®arz>ztzmmt-fz>±nz ci 

c 2 8] ( i ) ^Tc^o^ttiwifiTc^^ g p r 3 9 *^-tz>mmzmkz 

^TzWs&t^ (ii) #m^*0^tt^7C^i 3 J;^^t : ^^L<{±7C^^ 

C 2 9 ] ( i ) ^7C^O^tt|5|<i7c^^ g P R 3 9 ^^f^ll^M^ 
K&M£-££iir^ N (ii) ^x^^lttt^TC^isi^^b^^ t< 

itytmt tzn^m.* g p r 3 9 ^^-r ^mm^jmrn^zm^ttzm^zis 
^m^momM^m^m^mmmomm^zni-^m^-m^Mmu it 
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C30] ( i ) &m7t1%<7>1fctt&\Bl&7tm* , GPR 3 9 Kt-SDNA^ 

1- & d n a * &m-r am x. ^ * 9 - x^m$m t tz ^mitmw *t%m-fz> 
atKx-o xmmjfmm^<Dmmm^mLtz g p r 3 9 Kmmz^tzm&t 

, (ii) ^«x*ottl*ttra^x^J:tm«<fc^^L<tix^t^(i^o«[ 
I ^#Wi8flMi:^L?tG P R 3 9 KgJBS^fcfc^Kfctt*. £ 
«x*Oifc|fl4raft7C&OG P R 3 9 Ktti-^igr'&fifcillfcU Jfc$£-f & - £ * 
*NKfc-*-*_tfB CD |B«<7)X^';-^^^^ 
C3 1) (i) GPR3 9Zmmt^Zft&Mi>L<te7nmtfzl± J t<7)m.ZG? 

R3 9*^-tz>fflmizmm2-$tzm&t, an gpr3 9 ^Mrr*^ 

tt§*fc%£-Ki$»t*, GPR3 9«:^LfejHBfl&3|fljaS:©ttSrS!l5^U 
[3 2] GPR3 9*ffitt^i-*<b-6*tL<li5c*i^tt-e-Offi*, GPR 3 

fz%m$mfe*t&m-tz> zttzx vTmm&KmmnmmmK&ZLLit gpr 

3 9 GPR3 9 fcfett'ft-t'&'ffc'g-^fc L < t±7G#$ fcfi-^- 

^&fcj: vt&mit&®zmmi&mnmfc<nMmmz§&Mi,tzG p r 3 9 K&mz 

*fc»^t=*»t*, GPR3 9*^J5«J^*J^*»£U JfcSfcl" * CI fc * 
#H^1-&_tf5 CD IBfW>**y-->^#fe, 
[3 3] GPR3 9*«tt^bi"*^*#>f *Wfclirii6*^JR7C*-C**±|B C3 

D i)tt± C32] fem^^^ 1 ;--^^^ 

C3 5] GPR3 9S:3-Kt*DNAmnDNA^tn8Uft^ 

^st7tGPR3 9 *^i-z>zt*!&mtirz>±m c 2 ) ism^*? 1 ;-- 
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^ ffiWfcl*#, <kKB«, tr<*> Lt>> fc**. Wit 

C3 7] l-c^bSft&T* ymw&\tm— i> L<^^Km— <o 

ztimwLt-tz. m, xm, Mrtfc&oftT* iMtMST 

PfKif, m-ffcPMK <UKI*«* L*>. fc**, fTOMUfE 

[3 8] ss^m-^-: i ^*)$iis7 5 swtwmtm— & l< tmsfttKra— o 

ttziiV J fry yffio^-m • MI^l/-fey^-sagl^li^ot^tl> 
[3 9] #£fc&l'-fc7'* ^0^#^y^K2fcti^&«M£i2: 

1-*±IB [3 6] - [3 8] |BftOVftS2r8& 

[0 0 0 8] 

R39t m&iei- a z> ) BByy#-^ : i -e^fr $ *l & r ^ y mie^J m 
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> ^'jtiii, MS/?m, tiii, ^^y^f^Amm. 

^y*mm, m&mm., ±&mm, ft&mfk, mmwmm, mmmm, mmm. 

mm, mmmm, m&mm, mmm. mm , mm. mmm, 
mm. #mm. MR<(^ii^ 
ttc*Le>«wa©«r««eifi, l t*> ^>mm<omm, $tz 

mmm, *Mm&&. mm, mm, $mru, tmrm, ±m^n, mm, 'M 
, imm, mmm, mmm. mvm, mm, mm) , rm^, w, 
mm, wm, xtm. mm. fm 10^ hj^ ^ 
ft* («u *») . it, ifiiir, mmu mm. mrwk, mnsfa., * 
^-jflLi*> Mz.i&, m%, mm, %m, mm. #> mm. %fem%t\ #k 
, * mmmmm, rm^, ml w • mmmm, mmm, ^m^m^mmmm, 

[0 0 0 9] 

t± 9 0 %&±\ «t L < i*m 9 5 %m±Offlrati T 5 yffcRfllfc 
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ibmm 0 1-1 0 OfgK L<tt#J0. 5-2 0^. £*)fttL 

<l±&0. 5-2^) T'^^Iii^i CftfcOf&teOgJ&^SeRtf) 

[0 0 10] 

GPR 3 9 h LTfi, a) E?!l#^ : 1 T*^fc>$*i&T ^ / ^ge^J^^ 
1 Sfc*i2flja± (0* t< (i> 1-3 01@@S. J: $«f*L< l±l-l 04S3I 
Jt, HCjfiUlifti (1-51®) ) 075yKmLfc75y»E?iK 

1-30 <f@*fjg, X 0 fcf f L < tt 1 - 1 0 ffiejg, $ e> k«f t l < ( i - 

5 is) ) <7)t s swumtaLtiTs smG&u, c) E?y#^: i-c^;b$*L;&7 

$y»E?!l+<0 1*fctt2fflJl2U: (#*L<«\ l-30^Ijg, <fcW3:L< 
lil-1 OflaSJg, Z<bKftt L<l*&m (1-510) ) <7)7 5/ i»7 5 

ynx-ui&zjntzT $ ;nm^ ttzitd) *frb*t&fr&t>^tzT^;WMm 

[0 0 11] 

(7 5/*«) , £5B;5 s C5fcj8 (#;v***v;v5jdft) E3«-s§-: i~?m 

*>$tt*T5 yKE^J*^-t-*SeK«r*±Cie>t-f *GPR 3 9 li> C*» ? 
*my;vi (-COOH) , *WV>l/-K-COO~K T5K (-C 
ONH2) ttzteZ-Xv-fr (-C00R) »t^oTUv>„ 

Cit-x^t;n:fcltSR t LTIi, #UxJi\ -x.^;k n-yot> 

„ /fyyn^t t< lin-yf^fc^C 1 -67WS, WiLlf, 

> fl -t7W^C 6 -i2 7'J-^ Mid 7i^4 

f-)V-C 1-2 TJMf/Hsfcfc'OC 7-1 477^^f^li!lN iPfflx^f 
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S&K:, GPR3 9Pi, -fc«LfcSe*fc*v*T, N*3iO^^^->«* 

0««±o«»* -OH, -SHU 7^S, -f ^ 

4 t^C 2 - 6 7;i/* / ^ ^ C i _ 6 7y;H^ £?) T#«$*ltv>* 

GPR3 9 0*#«fcLTtt, ie^ij#^-: lT**)*#i47^iK 

fc: hfi*GPR3 9 4Wfflv^*i4 e hS^GPR3 9 »i. 

Genomics, 1997 Dec 15;46 (3) M 2 6-3 4, WO 
2 0 0 2/6 1 0 8 7fM, US 2 0 0 2/0 0 4 4 9 im WO 2 0 0 
2/3 9 8 8 5^ WO2 0 0 2/7 1 9 2 8f» WO 2 0 0 1/8 1 
6 3 4-*&#, WO 2 0 0 2/7 9 4 9 2 WO 2 0 0 2/8 6 4 4 3f 

[0 0 12] 

gpr3 9wwk obit, Mfr^rrmmi- *>) a 

Tf±, _tfEL*:GPR3 9 OgH^yf i © t^o t U 

^fKiUtt, JWctt^ny hflffiK*»»Tttft*MR* (Mctt (Hydrop 
hilic) ■C**tdMff$ttfc»^tr*tr-?c^K-C** 0 4fc, ttTKtt (H 
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ydrophobic) m^tt^??- WfcfcJHi,** ,1 & 0 i^OK 

»**T ? / K0IO^ < i: * 2 0itt±, fSF*L<tt5 0«Lk, J: *9 

l < 9 o %m±, i t < 9 5 %&±<omm&*m~i-z> T<;mz 

[0 0 13] 

* L<(± > l-l OfflSJE. $5.t:ffiL<iiftfl (l-5«) ) ©7^i# 
*5feU ifcli, *075y»E^Jfci$fctt2fl£U: (»4L<», 1-2 0 

mmm. * <oftt l<«i-i o^^ Hcffiuiiti a -sis) ) 

*H^<o«5^^f Vi±C3zt&&* (-COOH) , 

(-COO") , T ^ K (-CONH 2 ) itzte^XT-fr (-CO 



aJiE# 2004-3047286 



mm 2003-122464 



^-v'l 24/ 



tz^t>\&z>ffif7?- K^t^t^^f y%t°i>^iti& 0 

o LTW\ ^lJilf, jlftHI (011 x. If, 1Mb***, 

, 7w>i, ^a^e let, *^>*, v>=rm y* 

[0 0 14] 

GPR3 9i^li^Jltt, -tffiLfcfc: h*m%Wl®<Dmi&Zfzi±mMfrt>>& 
&2:%\<D \s*79 -5fiJlW»ft^ttJ: £ o T*3fti-« iHt^U Steffi 
^GPR3 9£=r- Kf* DNA^^f^^f^^^tf^ £ K X 

&t>*t& ztizx*) muMm-r a - * 0 

[0 0 15] 

GPR 3 9 & L< tt-eoff^^f - Kt^li^S^li^T^ K#W£-j& 

Tt±, #lxJf, ^nn^f^ t Kn*v^;i^jjg, ^>Xt K'J;V7 5 
>tl> T * y y T^mm, 4 -^^v^^-^rv^Vv^r^n-;^!, 4- 

-;PT-t h T 5 Vt^frmffi, tfVTfi) )VT $ Ktl, 4 - (2 ' , 4 ' - v 
^^>7x^-tKn^y^f;v) ^^y^rv^Jii. 4- (2' , 4' -v 
y F^>7i^-Fmo c7^xf;i,) -7 ^ y * S/JtJgfc ^£ d 
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itLtf±, DCC, N, N' -^v^ne^W'f ^ h\ N-.x^- 
N' - (3-yVf^T^y^n'j;u) *;Kfy-f U'^OTv^fi^o Zfi 

hiz±zmmuzi*7**immmnm minx, hobu uooBt) tt 

[0 0 16] 

N-y^f;^M7U', N, N- ^;VT-lr h T ^ K, N-^;HfniJ 

^ «#^j-2 o~5 oroiSH^ibiiJiii^^tt^o fgrnb^ttTtr^ymM* 

[0 0 17] 

IRfl-OT^ ^O&USt LTfi, ^Jilf, Z, Boc, * — >-\* 'j V?- 

i±ilE# 2004-3047286 
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^v*Jl/*-;K Cl-Z, Br-Z, 7^>f;Vt^y*Jl"f-^ h 'J 7 
;Hnr^f;K 7*n>f;K *;i/^;K 2 h n y ^ — ;i/*;V7 .xx.;k v 
7x^m7^ J^Hr^i ;K Fmo c &^ ? ffl^£>*L& 0 
*;i/^v;i/iit flflx.it 7;v^;vxxtMb (Wilt x^;K 

;K 4 -xi h v;vxu*t-;K 4-^ f^fy^>y>x^f^ 
^>v;vx^t-;k ^>Xt: KV ;vxxf;Ht) ^ "7 ^v^x^y-Mfc. ^> 

fny>©7xy - ^ftMi^til t L t It flflx.lt Bz K C 1 2 ~ 
BzK 2--fD^yy> N Br-Z, * - v -Y V - 7^-;V& t^m^h tl%> 

o 

H*^v><£>^ 5 ^v*-;K7)^Iifti: LTIt Mx.lt To 4-^^> 
-2, 3, 6-f'J^f;M>-lf>x;^x;K DNP> ^>v>t^y^^v 
^ Bunu B o c ^ Trt> Fmo c & ^fflv^iL^o 
[0 0 18] 

J^#<7)^;i/^^v;v*corS^k$tL/c^coi: LTIi. flflx.lt ttfc-f2>m.tefc 
Ti?h\ f&14xixr;v [T^n-;v (flijx.lt ^>nnD7i;-;V, 2 
, 4, 5-HJ^DD7x/-;K 2, 4-y-fn7x;-JK y7^f^ 
7;Vn-;K ^7^fn7x7-;K H 0 N B N N-HFn^yX^yU\ N 
-t Kndfy7^;W < h\ HOBt) fcoxiXx;i/3 &^fflv^*i& 0 
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m®r<DT < S&Vm&itZtltziink Ltli, 0Jx.t2\ U ^t7^ K 

^SOI^* (mat) JffifcLTIi, Pd-I*-5v»ttPd-m 

-f h\ 1, 4-7'^>yft-;K 1, 2 — >~Jf-jr — )l't£¥<Di. ntzii^f- 
[0 0 19] 

ioiiio^^ii^^ffiftc^^^^y^s^iio^^^t 
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[0 0 2 0] 

GPR3 9<D%ffi"<7?-V%fzteZ<Dm*, Mfc&toKDffrVn&J&mzlit 
ov»fii|:iott^ e i"fc:bt>, GP R 3 9 £fl|j£U&*«&$5"*:/?- L 

MM-tZ Z£lz£*)B m^^y^ v&wk-rz - 1 § & D 

a) M. Bodanszky 3o£ZF M. A. Ondetti. K v>-b~>* (Peptide Syn 
thesis), Interscience Publishers, New York (1966^) 

b) Schroeder43 X t^luebke, -»f ^ "ff* K (The Peptide), Academic Press, N 
ew York (196530 

c) Mmm^m, KWittm (197530 

d) &j&r&9! fei^I^ ±1b^OitRt K SSK^t^iv, 205, ( 

1977^) 

e) &AttHgfc ^IS^p n pO^^ H14^ ^^f-K^ £JI|#j£ 

^ KfcflMBMMr*-* -<h^T^^>o ±|B*fet?#fe K#»*#T* 

ft <b ^O^SC J: o T&Stttfc&ife-t & £ § &o 

[0 0 2 1] 

GPR3 9 Ki"*#U * * I'**- Kfc LTti, _tiBL£:GPR3 9 £ a 

- K-f 4ffi3feSB^!l (DNAlJtliRNA, jf t L < fiDN A) ^tttS^Of 

tti@E# 2004-3047286 
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Wv^l)^t*oTUv> 0 |£*°<J ;* * l^*^- Ft LT(i, GP R 3 9 
*3-mDNA v mRNAfORNAt^l), ~:£§I-C£>oT£, -«re 
*^Uv^ 0 -^g,;^^^ -$|| DNA> -^HRNAt/i{iDNA : R 
NA^^'j.; K-ei<tv^ 0 — ^:$I<7)^(i, -t>*m (-r%fo-t>, n-KII 

Jiw rffPCR^-e^fflj 15(7), mnm<Dii : &ttz\$zti\ l zmttz^mz. 

X*), GPR 3 9 0mRNA^mit^i-S 0 

GPR3 9 &3 — Ki"^>DNA t Ltli, ^VADNA. ^7ADNA7^7' 
±IBL«-&lfi*(7)cDNA, ±IfiL7t|fflJ3g • mM&i&O c DN 

$>-?Xi>£^ 0 ttz, ±l2t7t» • a^J: OtotalRNAtr^timRNA®^ 
£PMLfck<7)£ffiv>Tja^Reverse Transcriptase Polymerase Chain Reactio 
n mr> RT-PCRatB&f,n) lacTW-SiHT-i^o 

JMfrftKii, GPR3 9?:3-KnDNAtLtli, Mx.it I 2 

T^t>$tL^>m*@E^iJ1:^t-^DNA. t : 2 "«;b£ft;s>:i^ 

?'J#-5|- : i -e^^^tL^T^ ymse^iJ^^^^GP r 3 9 ^ngift^iwisfo^tt 

E?!l#-^ : 2 -C**> $ ft* tt&Eftl tA^T-'J^X^i^DNAfcL-Cli, 

«**f, @e^ij#-^: 2xmt>ztizmmmrtm8 o%ja_t, $ftt<{±^9 0 

%m±, «t L< lilt 9 5%^±Offi|lltt^^i-*Jt^@B^ij^^^^DN 

A&^ffl^£>ft&o 
[0 0 2 2] 

If, ^P^ra7- • ^n-~>^ (Molecular Cloning) 2nd (J. Sambrook et 
al. f Cold Spring Harbor Lab. Press, 1989) .HgBflRO^ifcfc £ t lct£oTtT& ? 
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l^W^ h U > va. > h (± x 0ijx_t;f, f- h *rJ*mSti)*m 19-40 

mM, «f % L < 1 9 ~ 2 0 mMt, ifiJgjWft 5 0 ~ 7 0 if t L < lift 6 
0-6 5tO*#«:^to #K> i~ h i) V Ammm<1 1 9mMti£»6 5°C 

cf9*#Wt"(i, Mfm-w : l-e^*>$*i*TS ^ilEy!l^t>*&li h GPR 
3 9 4r3- Ktl.DNAt LTti, E?!l#-Sf- : 2 T?mt>Z fi&M.mWMfrb tz*> 

GPR 3 9£n-K-r&DNAtf>:!&&Be?!I<7)-g&, ifcttRDN A 

^^x-r^iii^i, tRNA^j/; «iti * ia«i- 4 c: t # * a\ 

**v»liGPR3 9i3RNA^ffil^^UTGPR3 9 3t^<aS&3i£ 
l»-«IlPt4ifc#T-i4o GPR3 9 M)IR N AOM? JLfcEBUcfflHW 
K, &«fcr>*GPR3 9PiiRNAt#M6^Jtc/N^7^; *W Xf 
*dt**-C§4#y^^v^-^Kti % &#rtfcJ:tf£flcfl.-eGPR3 9stf5^0 

$>&o mm [HB-tz] tit, mittz^&tzz zv-z-f- w m&mwz\-m. 

K (g&K) OT^/KilfJIL-CV^o G P R 3 9 af-fcT?) 5 ' ^7f> 
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usKin^ gpr 3 smttfttDMnftzmmbtt^Lt lxmirli & 

o 

[0 0 2 3] 

y y * 1/ * ^ h\ f y > s fc (j e y 5 v>Sl^)N- ^ y a v Ktr£> Z> *<D 

*°yv- (iii^ if3moMe©^^i^^se?ij#^^^m^y*7--) $ 

7t(i#^^^*^-^r1-^>'e<7)'f1ii<7)^ 0 yy'- (Ht, i^f'Jv-liDNA^RN 

NA, 2*ilRNA, 1MRNA, ?5>|:DNA : RNAM7'J 7 Kr*4 
Ct^T^. 3 &fc^HIMM«y K (Sfctt^tftf-yrfja^^K 

**?:Az>ttv»fcfctf\ J*^MtZtltzt><D, lWA±<D^m<QX?ls 

^^«M*^tltv^^<7), 4y*-ijvz'\>Mc'%m (fill, r*yy> 

^ **** BMbtto^ftir) sr^r-j-ato, T)v*Mmz$m-fz 



ffiSE# 2004-3047286 



#M 2003-122464 



32/ 



r^^w^-vKj , r^^v^f-Kj feiof r«stj tt±, yy 

*£&o«£?£k<^£^-A,-?v>T&^ 0 ^ ^;Mfc£ flit?*) 

* v * T k ti * tzmufrmm ^nx^xa< s m^f, im &±<Dfrm&f ^ 

[0 0 2 4] 

*#§BJ<7)7^-t>* • *°y**l/:<r^K mm It, RNA, DNA> 
v^i|^$tL^m (RNA, DNA) ^KP $ tL7t^m<7)*#M ^ LX 

-9 LT^H|i(i^^^i5:^<ftl^nT^^, 0flx.|f J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed., Antisense Research and Applications, CRC Press, 1993 ta 

x&7& 0 LT#inJB»T?ffiv>e>*L& Ltit y ^ms-t^omw^ 
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MtLXlt, a x n -)V <7)M (^Jx.(f, r3i/^x';;v^nn^;i/^ 

?UT~^\,z£&ftMZm.±ir&tz®<Di><Dtfmft>ti& 0 Ltz^\yy"m 
<7)itLTI^ # 'J J-^ > ^* ij n - ;K x h yx.^-\,yw zi - )V% t*<Di?V 

[0 0 2 5] 

v^o JVADNA, y^DNA7-f/7'J- -tfBLfcWH • 

X? K > rrx^ K, 77-7? K«?^ftLl»*or4J:v» 0 ±ELfc*H 
• Mi ^mRNAM^^P^Lfc^cD^fflv^-cE^Reverse Transcriptase 
Polymerase Chain Reaction (J^T> RT-PCRfttK&tfl.) «fc o Tif ipl 

DNA, ttzit (2) @B^iJ#-§-: 2-e^*j$tt^>^@B^iJt/N-f X h y >-7x> 

h^#T-e/N-rru^>rx-r«5>^ss2?ij^^rt, gpr3 9fc^wcpgR© 

WSE# 2004-3047286 



#SS 2003-122464 



[0 0 2 61 

GPR3 9*m©«^"/fK mi, GPR3 9iWBt4#mi 
) *^:3 - mDNAO^n-^^^gfc Ltli, GPR3 9« 

4fcli«3^^^-t:ii*M/fDNAS:GPR3 9 0-H»**v»»i^HR«* 
3- K-t^DNABfM-fe t< »±^J*DNAS:ffl^-Cl!llftLfe*>Ofc0^^r'; ? 
-f a > J: o Xmm-tZ Z t £ 0 » 4 7 V yy( -t£ - ~> 3 y <o^mt 

, *u**.7- • ^n-^>^ (Molecular Cloning) 2nd (J. Sambro 

ok et al., Cold Spring Harbor Lab. Press, 1989) HfBfcO^S^ F C^oT 

fi*H«iSo tit, *JR^9-f «H*rott^M 

[0 0 2 7] 

DNA<0«afeEWOJE»tt, PCR^©+y K M u t a n TM 

-super Express Km Oft) ),Mut a n TM_ K 

S*t Oft) ) **-*fl§v>T. ODA-LA PCR& Gapped duple 
x&, Kunke 1 ^^<D^^(D^m^^\t^flhK^Z^m^^ 

*n-Wfc£*i£GPR3 9*a-K-t-*DNA*iBttHJ:lj-eoSS, Sfc 

•eSAo iDNAIi-e-05' *SMI»c»|RB^3Kvi:LTOATG**U * 
£3' **M^tt«SR*jt3K>£LT©TAA, TGAI/iliTAG^LT 

GPRSg^^^ii, Mlf, (-f) GPR3 9*a-Kt4DNA 
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^^S^ti-^DNA^fit^OmU (n) SDNA*^*^**^** 
[0 0 2 8] 

^^-tLTIi, ^mfi*<^*/7^^ K pBR 3 2 2, pBR3 2 
5. pUC 1 2, pUC13) > tt^Bft*<7)7 0 ^X^ K (#!k pUB 1 1 0, 
pTP 5, pC194) „ mm&%:77X< K (01, p SH 1 9. p SH 1 5) 

, /s-^^n7^;v^^^Sit/^-r^X^^O^ pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, p cDNAI/Ne oi^»^^ D 

±t Ltiv^ftli, SR^D^^- SV4 07'D ; t-^- LTR7° 

o 

t Lv> 0 ^ta£^->^'; HT^B-e$)^^(i, trp^n^^-, lac 1 / 
n-^-^ — ^ recAynt-^-, APl^^-^-, Ipp/nt-^- 
a±^^;u^^T^^>J#^{4, SPOlT'n^-^- SP02^ 
n-^-?-, penP/n^^^:^ mafe^-S^^^ti. PH057° 
n-^e-^-, PGKrn^-^- GAP /n^e-^-, ADH-/n^e-*-& 

[0 0 2 9] 

V4 0 o r i tmbir2>1g!&tf$>&) ftff^tfCV^^^fflv^ifc^ 
SiRv-*-tLTIi, flflxJ^ KngRXTGflP* (J2JlT\ dhf r 

atfe^ c^yn/**-h (mtx) mm , TVtfy 
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36/ 



itt (&T\ Ne o r fc^-r^*^****, G4 1 8SH4) ^j&*Wbft*o 
CHO (dhf r") lll»tdhf ra^^I^^^tU 

#»"C*&*frfrtt, MF a • v^;HE?iJ, SUC 2 • *s7i-)VmV£t\ fe£ 
[0 0 3 0] 

^v^j HTMn*>M4ttfib LTIi. xyx'jtr • ay (Escherichia coli 
) K 1 2 • DH 1 l~?ui/~*Jy>fX ■ *~7 . *f . ^-v 3 ^;v . yf,^^^ . 
y • t^fx>y • t7 • f • a-x^x- (Proc. Natl. Acad. Sci. US 
A) , 6 0t, 1 6 0(1 9 6 8)], J M 1 0 3 [X? 4 ? • Ty-yX- V 
•9—^ (Nucleic Acids Research) , 9%, 309(1981)], JA221 ( 
• • • /Mtny- (Journal of Molecular Biolo 

gy) , 1 2 om, 5 1 7 (1 9 7 8)], HB 1 0 1 l*J^-±)V • ^i,* 
• /t-f*ns>- f 4 1*, 4 5 9 (1 9 6 9)], C 6 0 0 O^x-f y 
(Genetics) , 3 9t, 4 4 0 (1 9 5 4)] &h^fflv^*L& 0 
>WkX*«fcfa±, «A«T, -X7f;w (Bacillus subtilis 

) MI 1 1 4 2 4t, 2 5 5 (1 9 8 3)], 2 0 7-2 1 

;V • • sU *>r S * h V - (Journal of Biochemistry) , 9 5%, 8 7(1 
9 8 4)] & ^m^hflho 
»fcLTI±, t^D7^7 .-bUfyx (Saccharomyces cere 
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visiae) AH22, AH22R-, NA87-11A, DKD-5D, 20B- 
1 2 , v 7*07^7 *° >^ (Schizosaccharomyces pombe) N C Y C 
1913, NCYC 2 0 3 6. \£*T /UMJX (Pichia pastoris) 

[0 0 3 1] 

mm#ttfcLT(i, Miff, •J'f^^AcNPVWli, 
*^b*fflU& (Spodoptera frugiperda cell ; S f ») . Trichoplusia niO* 
J&fiSfcOMG lHIJfe, Trichoplusia ni^Pfe^OHigh FiveTM« % Mamestra 
brass icaefe^O»tfc{iEstigmena acreafi3fc?)*fflJ!&& £WBv>C>*l& 0 V 
-f^^BmNPVOWtt, S»« (Bombyxmori N; BmN« 
i^fflv^tLio f «t Ltli, fi|;LKr, S f 9« (ATCC CRL1711) 
> S f 2 imm (&_b> Vaughn, J.L. ^ > • sj? (In Vivo) ,13, 213-21 
7,(1977)) ft^fflv»f,^* 0 

(Nature) , 3 1 5t, 5 9 2 (1 9 8 5)) 0 

ftfiliLt^ Mx.(i\ t;v»COS-7, Vero, ^W--X/n 
A^^-»CHO (&T\ CHO«tB&|2) % dhf rjtfe^^^^-f- 
-XAA^^«CHO (JSIT, CHO (dhf r~) «M&J:*gg) , 
L«, ^^AtT-20, ^^UD^ai, 77hGH3, khFL 

[0 0 3 2] 

Proc. Natl. Acad. Sci. USA) , 6 9i, 2 1 1 0 (1 9 7 2) (Gene 
) , 17m, 1 0 7 (1 9 8 2) %&zmm<nXmz$£-oTft%T CLttf-e&Z 

o 

A"i;i^-f9^7 (Molecular & General Genetics) , 1 6 8t, 1 1 1 ( 
1 9 7 9)*^»C|BllO^»Cttorff49ifc**-e§* 0 
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wmztenmrn-rzK^ m*-i$, * ? vx • j > • x^f^ny- (Meth 

ods in Enzymology) , 194%, 182-187 (1 9 9 1) > yoy-y> 

^x • jj-r • • a ±)v • t*t*5 - • *r • jc> v-rx • *y . • 

(p roc . Natl. Acad. Sci. USA) , 7 5%, 1 9 2 9 (1 9 7 8) 

Mtt^;liIS*iTOt5i:ii> «x.tf, ^t/f^ny- (Bi 
o/Technology) , 6, 47-55 (1988) fc^CfB^O^K^oTfi 1 ^ 

»»*Bl&*J&JflEi*-*-*fc(±, Milt «X^glJ#8ifmx^||^7 0 n h 
2 6 3 -2 6 7 (1 9 9 5) (^Httf&fir) > ^nny- (Virology 
), 5 2i, 4 5 6 (1 9 7 3) iZtm^mzftL-oTft* o Z ttfXZ 2> Q 
dOJ^ULT, GPR3 9&rj- K1"& D N A *tt1r 9 9 — 

, Mx.lt ^n-^, mbTA "Tv#1M^ ->3*fc£\ gfltu 

N a-tM^ fci*x % T^sie, ->3Witb^=&ir<^te^$fc«^r^^ 

[0 0 3 3] 

■x^iytTMWSriffSI-fARoi&MifcLrJi, Mx.li\ ^;i/n-x, *^»$ 
^^^#tfM9^Ab U 7- (Miller) , >>^— . #y> . jl? * 
• 4 V ••=61/^^.9 - • y'x^r-f y^X (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 

l 9 7 2 } iffi* l^o £ «r iz&miz X *> * - i < fca6 
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o 

ii^y^v k tjkw©»^, ^*{±a#^ 15-43 r-cfc 3-24 b$h 

*&*Ii&1irft 3 0-4 0 r-e^ 6-24 f%Mft & 

— JUT— (Burkholder) flt/higifc [Bostian, K. L. <b. ^ny — ¥>7X • * 
7 • -9* • tyatil/ • T*r*5 - • *7 • t-fi>y^X • *7 • Hf . jx-jt_* 
^- (Proc. Natl. Acad. Sci. USA) , 7 7t, 4 5 0 5 (1 9 8 0)) ^0.5 
%*f^imnSDJti [Bitter, G. A. 7n y-y-y^X • *7 
• -9 s • tyatJl' • T%-T< - • *r • 1M.x>W X • *7 • *f • a-xxx 

- (Proc. Natl. Acad. Sci. USA) , 8 1t, 5330 (1984)) tfmfh 
ti&o M©pHI^5~8t:iItl»(7)^J Lv^ 0 i&«t±$I1jrft 2 0-3 5 

■C-C&2 4-7 2b#hsHt&v^ ^5?JcjEStrajR;^«j^*jinx.*o 

[0 0 3 4] 

ace's Insect Medium (Grace, T.C.C., (Nature) , 195, 788(1962) 

^pHttlH. 2-6. 4 tcggsg-t^o^j Lv^ 0 ^*{i®#^2 
i&3-5 BIBWt$M/\ ^S^J5&C-Cjfi^a#«rJnx.*o 

-2 0%OJ&iB^jfli»S:^trMEMiS«i (t>fx^ (Science) , 12 2t, 
5 0 1 (1 9 5 2)) , DMEM^fi [tf* n n -7- (Virology) , 8^, 396 
(1 9 5 9)), RPMI 1 6 4 O^ O*^-^ • *7 • *f • V i3> • 
*T4iifr > 7Vvi-y 3 > (The Journal of the American Medical Associ 
ation) 19 9i, 5 1 9 (1 9 6 7)), 1 9 9^i&L [7n y-y*y^ . . 
if. yif^aix-f • 7* - • If • ^tnV*^ • ^r^xv (Proceeding of 
the Society for the Biological Medicine) , 7 3t, 1(1950)) % 

m^htiZo pmtm6-8x~$>2><Dj)mt ^mum^m3 0-4 ott 
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ft 1 5-6 OHtMfif&vs &EKl&CXMft*$m&ljax-Z>o 

&±<dx tclt, iMt^sBirt, mmmtfcimi&HKG? r 3 9 £ 

[0 0 3 5] 

gpr3 9*f&mni*&&wmiifcfrbmm'i-zKmLx& > <&£no 

-a&x if/ztzimmmm* t%z x o xm^h^mmm.^WMLtz^^ m 
b&n**ikKx ogpr3 9o*»m*t#**jfeft^aMv»?,#L* 0 a 

f t^) t i:^it^7 - y ^ ^ if Offif ^j^, h 1; h >x- 1 0 0 T 

M %t°<Dwmmm}-t>^*tix^xi>x\,* 0 ^s^{:gpr3 9**^»**l* 

£OJ:dfcLT»fc;ftfci|H*J:Jt, *SV>ttffl *l* G P R 3 9 <D 

nmt, £fc&to<Dfrm-ftnm*m®K&fr&t>^xff%Tzt&x*&&^ z 

[0 0 3 6] 

^< LT#e>*i&GPR3 9^*#^»&*Lfcj»*fctt, £#:<2r£n<7>2r£& 
& v*»i**LfcHS WMiUo t^ic^f^ i t &X # % h ttitm 

&Ki*&fr&to<D*m&zw±*tLi l zmcz*mzxy) > mmftttzimvi&K 
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V 7* v > > T )1>3L > k^< y^- ^_ ^ ^ D f^>4t- -b\ ^* i; n v 

tl^^iv^cxv A A y r -y-b ^ ^ tic J: 19 Mfc-f Z>Z\t # & 0 
[0 0 3 7] 

GPR3 9W^#(± S GPR3 9 £f£m L^&^^&tuf, *'v/yn 
GPR3 9 JCift-ittfrli, GPR3 9*tmt LTffiV^ g#:^<7)^#:^ 
[0 0 3 8] 

«tv*o s-^ttji#2~6ii«tciiBii*o % it2~i omnffiftttofiZo m^h 

o 

jflL»fc*s^$*fco*, % fomzffi&Ltzmm&m&zwm't&z.tKx *ht 

Tjfe C*4 f-*- (Nature) , 2 5 6%, 4 9 51 (1 9 7 5^) ) fcftn^jfe 
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o 

f UliHi: ITIi, ^A(f, NS-1, P3U1, S P 2/0 & Wp&ffb 

^h#flJS^m^:i:Ofi : $ Lv>Jt^til : 1-20: lHJ£TNfc«K PEG (ff 
iL<lt PEG1000-PEG6000) 10-80 %&Bt<omgt"?ffl)U 
&2 0-4 01C, $f£ L< fi$}3 0-3 7^1- 1 0 53-NH 

[0 0 3 9] 

^e/^n-t ;i/fcvffcjg&^ -r y K - ^ <o * y - - > ^* \z nm* (DU&tftiz 

iM4tt»»^***^-Cll«Lfctffcftftrn^y vjftflc (^J&Ift^Kffiv>«b*L* 
jffll&ri*v*Xtf>Jj&<g\ giv^^jfi/nrv >trL^ s fflv>^tL<5>) *1z\±-fu-r 

fc^ey ?u-~r )v%m ttkm-t z>u&& w^ir t> *i & « 

MxJi\ 1 - 2 0 %. #f * L < \± 1 0 - 2 0 %04 1 l&iBJfllfll«:#tpR PM 
116 4 OJSiflU 1-10 %04^EJfiL?f£#trG I T^ifc (3fP3fci»«X* ( 

«o ) s*:ii^>fry v—?mmmmfommib, (sfm-i o i, u&wkm m 

) ) 4if*ffl^Sii:^S-5, ^iSJgtt, If 2 0~4 0t, fftKttife 
3 7tt^So i£*l$IB!W\ $1*5 H~3a!IBK ft* L < 1 iiM- 2ilffi-C* 
&o If 5 %«*^Ttff^ 9 - i: ^ Ho ;W:/y K-^*£S± 



tBSE# 2004-3047286 
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^-vl 43/ 



[0 0 4 0] 

(b) ^e/^n-t^^nf 

w, deae) tci^M*^ jaat^fe, y 

tfSflfcJ: i9t)L#c7)^ fcSJfcU ^=Sr^g|$-^Tt/L#^#^#^fi<j^^] 
[0 0 4 1] 

^otl^it^^oiilf, feftttff (GPR3 9&A0 fc*^y 
?LI&«|&fcfcgP£fr£i/\ W&jfemmfrhQ, P R 3 9 Ktt1-£^#-^^£$fcI|fcL 

y'y-yiKMu mo. i~2 o, 0£ L < i±fo i ^ 5 <Dm&x* 7)umt&?f 

mSE# 2 004-3047286 
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^-v! 44/ 



ft#*&2~6iIfcK: 101*0, ff£j 3-10 m^s^f^ ^t^T^o 
[0 0 4 2] 

«iv^n, mtrnft^ %mm&t, mtm, 

GPR39, GPR3 9 £rz>- K1"*DNA (ftT, ^^)DN A fcBfrlBI" 

*»^***) , GPR3 9W^tni# (J^T, *§&mv>tt&tv&tfc"rzm& 

^ ^ODNAI^t&Tff-b^^DNA (J£1T\ $P^7>f 
-b>^DNAtB&fei-^^^^) ( ^ ^TOfMfLTV^o 

[0 0 4 3] 

( 1 ) G P R 3 9 O«iB^fcH*1-a$Sjfi<0^B* • 
a) GPR39ffcf±b) *G P R 3 9 £ 3 - K1"£ D N A GPR39©1 

0!lx.«r, &#!*H::*3V>TGPR 3 9j&**^LTV»*;fcfcfc:, ';#>KTr&&^ 
*5c*0^af^MjWlW*-Ciftv» (GPR3 9^2i) Mh^****^, a 
) GPR3 9*KJft#na;#U iGPR3 9 tf>*£:jf 3£Lfc «9 , b) (>f) G 
PR3 9*3- K f S D N A SrEtf $ -t* i t (; j; o T , tfcli 



ffiSE#2 004-3047286 




mm 2 0 0 3- 1 2 2 4 6 4 ^- v : 45/ 

(n) ^^^«CGPR3 9^3- K1-£DNA£J?AL3£3i£-£/c^c 
&^M,m%H#lli-^ii:^tl; < toT, B^<DWmz&WZ> G P R 3 9 

GPR3 9^3-Ki-^DNAfi, ^T«fi#t^GPR3 9(7)^1^^^ 

GPR3 9 i£(±*#§BJ3<7)DNA{^ MxJf. ^W^J,, 1»> * 

^> ^jftL, jk^, DfEit#, rnitm^ <bmm^ 

GPR 3 9 £±fg^|ft • ^^Jt LT^fflf^^ti, fi^C^oTSIJ 

a) GPR3 9Sfcttb) *«fl«DNAtt, MffcJSC-C**** 
WIK^O»j^it^lP6<)(;ffflt^ 0 ^^^ a) GPR3 94 

[0 0 4 4] 



ffiffiE#2 004-3047286 
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^-v: 46/ 



HJ fc^fflv*^ M^&^fil^k Mx.il r^3-;i/ (M, 

3-^) . *>f*>tt#ffif&tt»J (M> >K'jyM->8 0TM % HCO-50 

[0 0 4 5] 

iia^Hi • mx.ji (Mx.n v >w&mmm, ww 

>&£0 , §£5&*!l (Mill t: MfiLyfT^T^ 

) . &#$»J (Mx.ll ^>y>7^3-;K 7x;-Hif) . SMfcEfcltaU & if 

» (Mx.il 7 7f, **M?\ k7-^ «)y, -f*. -9- 

fi&&;6s\ ipg^o^^, i3Mx.il %W^^M# (#*6 0 k gt L 

T) |ciSV»Ttt, -Bfcoifto. 1-1 OOrag, EF£L<»±&1. 0-5 0 



UJSE# 2004-3047286 
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^-v: 47/ 



m g , xt) in-* L<itmi. o~2 0m g t^ o fmnmz&&+ &*&t± s 

> flxtf, a^Jo^-t?(±ii#Mx.{^ »m^AJft# (#16 OkgtU) 
&v>Tfi, -Bfco^ftO. 0 1-3 Omgmm, &t L<1*®0. 1-2 0m 
gfiS> X *) L < lift] 0 . 1-1 OmglljE*#]lRftttfcJ: 0&^&<Dj&* 

^#(±*** f , @p^#<7)^, — «w»c«ittf % i&w^ajr* (#m6 o k g 

fcLT) fci$v>T«:J\ -BKog&O. 1-1 0 Omg. fiF*L<*i»l. 0- 
50mg, «£D«F£L<li&l. 0-2 0mg^4o*iPfi9t:S4t^ 

Miff, mm<owT*\±mfttox.\z^ (#^6 okgtit 

) H*5V^Tii, -Htco^lijo. 0 l-3 0mg«&, £P$L<ttftO. 1-2 
0mgg£, J:l9$f*L<i±^0. l-10mg»fl«i^#tl) 

[0 0 4 6] 

(2) itfe^WfSU 

*^ODNAt itfT^-fe^DNAWu yn-^t LT«ffl-t& £ £ 

<fc!K v: h*tzim%®M («lx.lf, 77K r*, 
^v, ^3, ^j*, lyfrtjtt*) tc43lt-2>GPR 3 9 £ tzit^U^^f- Kfca 

-KUDNASfcttmRNAOW *ttfflt4ifcm40 

T% ftlxJf, IDNAt^fimRNAOif, WiftafiT^ & 

(Genomics) , $5$, 8 7 4-8 7 91 (1989 30 „ ^n->-^> 
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^-v: 48/ 



?x • *y ■ -9-* • t->3t;v • t#t^ - • 3-7 • -tr^ywx • rj-r • a- 

(Proceedings of the National Academy of Sciences of the United 
States of America) , i8 6i, 2 7 6 6-2 7 7 01 ( 1 9 8 9 30 ) & t* 

y-*f>;^7i) y-f-b*— > 3 >KJ: f)GPR3 9 (D^j&Tt tzii 

&mMmimmztit:m&tt;, mx.it, gpr3 9<Dmm?fi£:ttzim%mmfc 

ml ^ Hjg. ~>^, ^iL, m&M&, mimw, 'Mr»#> e 
gpr3 dnwmftmiizw&t&mmb. ltmu «*.ur, wat^#. Mf«K«e 

[0 0 4 7] 

(3) GPR3 9 0|&aft«:^k$**^4&^7tli-e-om*^-r*Eai 

0H*«T % (i) ^MMIi^a) b) 
c) «»^e»J|l«ILfeft«tL<»±||IU6, SfcM: (ii) ^Ki5m#^H^ 
2*L&GPR3 9 Om R N A* £«!l5£-$- GPR3 9<*>3&gL**gg 

[0 0 4 8] 

G P R 3 9 OmRN A*Oi|iJ^{«#:6<j^{imTO J: ^ K LT^t& 9 o 
(i) jE***v»ttfeft' : e < r*^l* miLHi* (flflxtf. v**, 7vK * 
•9-^ li7y\ r*, iOWWdtttftft^^E 

ffitD£# 2004-3047286 
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^-vl 49/ 



to &e£#;t. -^B^^t^m^ ^>^vMi#^^ii^ ceo*, it 

#e>*L^HBlftH-S'**L4GPR 3 9«mRNAIi, fflAtf, J: «9 

ttf-i^mRNA^tBU Wilt TaqMan PCRftt'^^v> 
4CtCJ: OSeftl"* g#2tfn«>3&fc J: ^-f^rn-y h £fx 

(ii) GPR3 9*fm"t*^»tetftfr*±IB<7>^**Cf£v^jRU W&%M 

o 

10 0 4 9] 

G P R 3 9 <r>%ffi& fc^ffc mth £ tz Ii OlW * * V --i^li^ 

(i) iEf^l-vMiil^^t hPS?LI»^^tT, i9J*iv^i!»IM 
XhVX^mx.^-^FIt (3 O^hu-2 4B#TO> «F4 L< Ii 3 O^ff 

~ 1 2 BtMiitr, i^HKiii utr«~ 6 mmm i> t < ii-5£B#im£ ( 3 0 

#f £ L < 1 2 Bt£, X «J 03 L < Ii 1 0#F^t~ 2 4 Bf 

Sb-5e«F««a« (3 05H£~ 3 Bm, fflKlil B#W&~ 2 0t, «fc OSF * 
L < t* 1 B#W&- 2 4 «3fISH&) > W:-aiWGPR3 9^)mRNAl^i 

(ii) ^^m#:^^^^v^^-t^,^^^fc^^^4i^fl^^*> 
-5feB#W^«^ ( 1 Bt£~ 7 Bt£> »4 L < Ii 1 3 i^JUli 
2Bt~3Ht) ^ ^) G P R 3 9 (7)mRNAl^5El, 

it^m. %M*kmm, mmmmm, *tttfstM> m^mmmmm^t^m^hfi 

o 

fft^b^li*l£fi£j&LT^T& i <, ^^'fb^a'^^imii: LTit ^a^w^ 



miE# 2004-3047286 
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mmm mx-x, mm, v>m, jtrc***. 

v»ii*«» mux. Mm, *m, ^nt>^ 77JH, 7W>i, 

nra, v>*m^ mm, $a», ^> 

[0 0 5 0] 

3 flCftSlWkS-t^ffltttift^^^ JWM&fcJi, U) GP 
R3 90«a»«rJiJn*«ifcnj:^ % GPR.3 9t^t4«fi*!liJfHt (« 
T^K^ii, T-bf;^V>m iWCa2+lE » rt c 

AMPm c GMP ^ -f -> h-w >mm&, mmmmimm, 
*fci±«iw-#-4iStt&^ #tc«i*ic a 2 +mm±*mm. mm,nc a 2 +^ 

mmm ) £J*a&s-£*ft£^ (n) GPR3 9«>»M*i*^$"£*£fcfc 

. «*ur, team «u v>m, Moumm. mm*& t^, & 
gpr3 9©»;ar>Ktt, * k^a, a**!*-* j-***©* ** 

Lfc^oT, ±IB^^ i ;-->^^Ti#^.ti<5>GPR3 9 <D&mm*$MkZ 
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^-v: 51/ 



it&it&mn. GPR3 9«^:iit^ii m, $&w^&. xm 
jsu mm, mmm, ~>^> mu miti*^ ^»w#, a 

^O&jfcfr^T. USJIL *x urn, nm#tx M 

GPR3 9^SI*i^$-tl,{Mlfcli:'?-Olli, Mill W» 
[0 0 5 1] 

i^T^infi<li:fiti^o flJ&tf. $fzl±* coiM. £ 



{liSEijf 2004-3047286 
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v-X0>X5%K&M> -if7^> % T/H^Bft^Oidft* 

ASM, ^T^Ivnv^o^iiM 5/3*, JUt4fctt*y*ij 

ttttWffl*OJ:dft^i2^/w*<?5«tt»K, flJUMtfu *^i*ft£V>.fc?ft53&g 

a-;i/) , ^ * >1£JflMi&143iJ y/w*- h g o TM^ HCO - 5 0 

) ^^ffflLTUK toteifct LTf±, Mill r^rft, ^a^ft^fflv^ 

[0 0 5 2] 

tti, ±M^W'^mmt, «x.tf, m»j y>Hft*a*«»u 

) > fitf?#J (iitf, ^>5'>7^n-;K 7x7-;^^) „ BtffcBfritSU ft ^ 

77K t»;^ ^ Hzv^ ^^ ?> hj. 

J: •> ftna#o*<fr % HttWfcfljtl*, ftHr^AJU (M6 
0kgtLt) K*^Ttt, -H*=o*GPR3 90»3Ut*JiJD$«-fl:^» 
iJtlifOtt^O.l-lOOmg, ffSKliftl, 0-50mg, £V)W 



tfJsiE# 2004-304 7 286 
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^-v: 53/ 



HKo§GPR3 9<D^m^mUU^^t^t tzi±^<D^mO. 0 1-3 
Omgit, 0il<tt|5iO. 1 ~2 Omggl, J: OfcF£ L< <i&0. 1-1 

160k gMtzT0K&nL-tzmL*®.5--thZttfX^Z> o 
[0 0 5 3] 
(4) ^^<7)i5L#:*fflv^^r8ff^ 

g p r 3 9 ^m^zmm.irh zt&x£z><Dx s t&tfcm* 

<D G P R 3 9 Off tB ^ *f 0 K<f£ffl "$~2>ZLb 0) S X § & „ 

( i ) *f&^*»£: . £ £/|»ffc$ *l£ G P R 3 9 £ Zm&MlZRfc 

^^K^L/cStf^tL/iGPR 3 9 <7)#J£-£$J;t1-& -T t 

( i i ) fflkfo t mtb± iz^mit t tz^mm <d^h x mmit $ titt&m 

Z®m-tZ> Cl t IrtttnStl^GP R 3 9 <^»&£Ji£t1-£ 0 
[0 0 5 4] 

±ie (ii) (DfcAmz&^Xl^ -^WGPR 3 9<7)N^^^lti-^ 
ffittTN ^Ofct#:^GPR 3 9 O C^KK/£i-&;lfi#-C&& CI ttfMt 

o 

GPR3 g^n^E/^n-t^Mv^GPRS 90^»^^f 

ft>Kii> ffi^T-^&O&JB^Tk J: »?<OF ( a b *) 2 x F 

ab\ $>&^&F abW'fi'$:M\/*Xi> 
#fP£0$jL#£ffiv>;z>GPR 3 9<D^fi^(i. #^$lJRg$ ti2>-<Z i> <DX&% 

<> mmm*p<Dm>mA (m*.ix, gpr39D iznfcLtzm^ mm^L< 
^i¥-tiiWM^(DM^jt^ttzitmmm^mzx o^u -tiSrgE&a 



tbiE# 2004-3047286 
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^-v: 54/ 



[0 0 5 5] 

u >3lUtt**»*«r^36*fflv^tL&o mM?5C£ LT»±, 0!)xJf> "7;v* 
PR 3 9&&Wi@|^£^#<t> @^bi-^>OHfflv^tL^,^^^fflv^ 

(2 &rjsd) <z> % ^^ta^ jk^swsj o M^-t- * - £ ct 19 

^fStfbSUisJ: W^b^^WIB^^tLib^t^Cit^-ei^o ^> 
[0 0 5 6] 



tfJiE#2 004-3047286 



#M 2003-122464 



55/ 



*5&WO-9-> K'f 7fS(:UGPR3 9 OSOjg&Klis^Tfct, 1 2 
^^fflv^^^^H^o^y ^n-^;^#:(i N G P R 3 9<7)^t-5^ 

v^*L&}frf£(i x ®|x_(;f, 2^Rf&T-fflVMbtL^>^^ GPR3 9^C$«£ 

tutu * mm-r %> txmm ^hti&o 

o 

<^ *ItSoii«yg(F) ^#t^L^ft^ (B) tZfrML ( 

b/f^d . b, F^-rtifr<7)Mmmz®mL, ^m^^mm^M-r^ 
^ ^^^^^#^ii#o^#^@egtsrjn£rG p r 3 9 <?>m&3h*mm-tfux 



ffiSE# 2004-3047286 
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^-v: 56/ 



(^2 us) bs#0 5 7^fsfr) > m\mmhm \mm^m. 

SIJte&J (m 3 JK) Bp^D 6 2 ^f&fx) > TMethods in ENZYM0L0GYJ 

Vol. 70 (Immunochemical Techniques (Part A)K Vol. 73(Immunochemica 

1 Techniques (Part B)K Vol. 74 (Immunochemical Techniques (Part O) 

x [aJllr Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
))> I^Hf Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 
es and General Immunoassay Methods) K Vol. 121 (Immunochemical Tech 

niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (J^LL, 

JBLtOi^KLT^ «WMffl^^iH:J:ot, G P R 3 9 £SJg& 
[0 0 5 7] 

G P R 3 9 OiiJKOfcft^j&qfcffl $ titzm^ mx.it, G P R 3 9 Oii^Hl 
GPR 3 9 0^J£(DiiJD^m^tt/s:^C{±. Miff, GPR39W 

GPR 3 9 0|SM&^£fcW$i1-*!&fti:LTU\ fllx.**, 3&W^&. flh iAc^ 

flL i> $tm#i> v5, jtlfiU ftsg, nfiRB*. MftPW. a 
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^-v: 57/ 



[0 0 5 8] 

(5) GPR3 9 \,zM-f&T=r-X h<DX? V -->Jf?jfe 

K-C*&4#JfeO^*7C3(f3&»GPR3 9 C^f^CHaoT, fflJ&ft 
C a 2 +aijSO±#75*^,P>tLSC t^?> % GPR3 9(i, -OTOfiv^;^ 
^tUGPR39 ^*t-r^HUl2<7)^JS7C^^^T^-X h # > K 

*1"*ffllfe^»tt$-fr*:»^HiJ»t*, G P R 3 9 £v>L*:*BJ&|*lC a 2 
Ji#fgte£$J^1-&£t£«£t-£GPR3 9K*fr£Trf~* K^ftjg^* 

>\ *ttV^f h\ nVvX ^ ^;i^S>\ tof^^ ^7)>-^ 

ACAP (#!k P A C A P 2 7 , PACAP3 8) , yfrjjzfy, 
7KV/^ya'J>, Wh^^fv, GHRH. C R F> AC 
TEU GRP. P T H> VIP (AV7^f^ -Y> x * x ;V T>K 

U 7*7 v^r — CGRP (*;i/y^>y->)ji/-7 <f y K^/f K) 

> Tf^yy, 7KPty>, HA^Xwn'-775')- (flj, IL-8, 
GROa, GRO£, GROy, NAP-2, ENA-78, GCP-2, PF 
4, IP-10, Mig, PBSF/SDF-1 4^CXC^*>f >f7*7 
75V-IMCAF/MCP-1, MCP-2, MCP-3, MCP-4, eo 
taxin, R ANTES, MI P-l MI P- 1 ^ HCC- 1, MIP 
-3a/LARC, MIP-3j9/ELC, 1 -3 0 9, TARC, MIPF- 
1, MIPF-2/eotaxin-2, MDC, DC-CK1/PARC, S 
LCftt©CC^*>f>tr775 U- ; l.ymp h o t a c t i n%t*<DC 



mm^2 004-3047286 
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^-v: 58/ 



K*r/ty7 7? y - ; f ractalkine4^CX3CH*^ 

nx>">>, TRH, VTt4 y ftfVffn h\ 'Jy'^ 

77fv>l (LP A) . xy^a'yyi-'j^i:') <7Mfc^ ^Jx.tf, t: 
h ^ 7t(i»S?LS&^ (Mz.lt\ ~?*yx, 77K 7*^ ^y, 

#jnwiLv^ 0 ioi^tatii, wiif, mmm («*.«r, mm, v> 
m., MitTkmm, wm^t) torn, $>^^nmmm (Mz-iz, wm. y 



[0 0 5 9] 

(6) GPR3 9 £ &M>7tm t (Dffi&fe t fz it v n-MiM £ Wfc £ £ 
^tgJ|£GPR3 9 i<?)^ttS £fi v^MS3i£^b£^&4b^ 
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^-v': 59/ 



iO±9*ft'fr*«>L<tt7C*4jt*±-eoa[jctt, U) GPR3 9£^LT 
«IWaHSttt*i-*ft^4L<l45c«43ti«ott (v*;bi*&, GPR3 9 
W^73"-Xf) , (n) GPR3 9 «r^"t*«Blft]M»ett*ffi#i-4^ 
L<tex&£fc ti-toffi (v>fct9>£ % GPR 3 9 ictt-tarv^a*-* h) 

^■Oifi, «fc*v>l± (-) &*7C*fcGPR3 9 tO^^i^^t-S^tl^ 

*§&mi±, (i) gpr3 9 t&mTtmtz&m&ittiiMtb (n 
) gpr 3 9 t&mtt&xv ! imik&totzmmztt®&t<D&&zft%o 

i *#ati-*^«7c^t G P R 3 9 t^ftj fcttS/^/HsjSfcJWbS 

*mw<Dx? v rjrmz&^Tte, (i) t (ii) o*a-Kii5»t*, <m 

GPR 3 9 fcm*&&*5G*0*frfr*, JlfflWI«HStt«:^*ai3gLT, Jt 

WCa2 (mmmc a 2 +a^±#) , mnm c amp«, mm c 

[0 0 6 0] 

a) MxXoflttttnffixX*. GPR3 9{:i»$^Mt, ^JItcSI 
©fl&ramHfcTG** «fc tfRIMbgtt t L < fcli*©** G P R 3 9 fcfc 

M^-^Tt^H^lt^. ^7C^<7)&tttt|WI'fi7C^O^GPR3 9 
**»£U **W-*it«r««ki-*jM5B*fcGPR3 9fcs>*frfrtttfctt 
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^-v: 60/ 



ii7umitzit^r<D^ g p r 3 9 *^m-?z>mm* tzimmmwmmfrizmmz 
^tfzm^iz & it & , &m7tm<vi&m&m&7Gm<vmfflm t tz immm^zn-r & 

tzliiyy±)Vim^mt^^^^^i>L<it^mitzii^<Dm.(^^^V-^y 

rum, 

m-tzztizx^ xmmm± ^aifcGPR39 izmm ^^tz^t, ^m™ 

AZ^-$-&M9(lfcm*Zi£mirZ> Z t KX-oXmmm±\ l z^m.LtzGP R 3 9 

K^Ms^^Kfctf &m%m<vmmmiL7tm<DmG p r 3 9 ic*ti-& 

SIJteU Jt^i--i>i^$r#m^-r^.^Jl7C^i:GPR 3 9 h <^£-1£3: 
[0 0 6 1] 

d) GPR3 9^rrStt<b1-^^tf (tfUAf^ ^«tc^S tz\i^<DWL^mtL 

jtm%t*) ^gpr3 9*^i-%Mmzmmzitfzmitrt, gpr3 9%^®. 
fti-aft^*** Tfi&mt'k® 1> l < (iTc^t ^{i-e^m^ g p r 3 9 £^n- 
a«^M$-^7t^^43it^>> gpr3 9 zfrLfzmmpmm&znfcL, 
im^&zt*m%kt-t2>&m7tmtGPRz 9 tom^ttz^^i-M^m 

I±i:HSU:GPR3 9 13^$^^^, GPR3 9 £fSttlfc-tMt£-% 

i t Kx^>xmmm±K^mLfzGP r 3 9 ^^^^^^^ 

^m5c^i:GPR3 9 t <7)ffi&&t fcl± v^;Wsii£^4t£-£&ft^ l < 
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^-v?: 61/ 



7uii£GPR3 9 ^^te&^t^Mfc^ 7cH ^(i-e^la (£-j&1S;^ 
GPR3 9 t0^tt^^^^a^tJ^L<{i7C*f Ttfi^-^ilti, fli^tf 

[0 0 6 2] 

*f§BJ! O * ^ i ; - - y y-frfe 0 jy^ft £ tt gg £ a T K ^ % o 
f1\ $^<7)^ ^ 'J - - >^ftCfflv^ G P R 3 9 t Lttt, ±|BLfcG 
P R 3 9 £^Tf £ k<DX&tll£fi!ti<Dk(DX>$>c>Ti> £v>^ G P R 3 9 

1&;U*£fflv>T**!&m£-^7^ M£*<7>GPR3 9 & t^it LTv^ 0 
[0 0 6 3] 

GPR 3 9 Zm&lr&JtZ^ ±m<7yJj&tim^btiZ>-t)^ :£§&0j!ODNA£Pi 

pr 3 9 vi-zDNAwtfitm^mmMmzMAu ^h*tm±<% 

Jfc&'faifclm'y <i )V7, (nuclear polyhedrosis virus ; N P V) <Dtf f ) ^\ }fi) 

;v^^ 0 n^-^-, SR« 7°n^^-^-^^-p^ t ca^tf<7)^0f tv> 

o tfflxJf, CNambi, P. t> % • v?^-^;i/ • ^-^ . j-u • ^ * 

*M;- (J. Biol. Chem.) , 267%, 19555- 19559M, 1992^} ^15©^^^ 
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#M 2 0 0 3 - 1 2 2 4 6 4 ^- v : 62/ 

, iGPR3 9^frtTi-*|Bft*:fflv»T4J:<, ifc»GPR3 9mt*i 
[0 0 6 4] 

2|c|&WO^^';-->^j*Hi3V^T, GPR3 9 *^r*-*«U&*fflv**» 
GPR3 9*^r-t*«UfefcLT*i, iGPR3 9*»aL^±ifi*v»o 

*^<^*i4M^Cfctv^. »«MtLt(i, Potter-Elvehj 
(KinematicattSO <D M^m^ £ 7 V >*f-7VX & ifeJUJE 

LTffiv>ib*L* e fllxJ*, *fflfl«i«£1g;i$ (500~3000rpm 

) gm\ oao aw>u ±1**3 &mhs (150 00-3 

oooorpm) -eft 3 o^2Hffli^L, tiz>tt,m.zmmftt-f& 0 
mmmft+iz^ ml^gpr3 9i:iw^j^iiei^'©i 

f£GPR3 9Z^1r2>Mm*?mmft<P<DGPR3 9<7>&l±, lmj&Mtz*) 1 
0 3~i o 8^-e«fc&Oj6*aSF£L<. 10 5~io 7^*40^I-e* 

T^iw|^4*i^f # & J: -5 & h o 
[0 0 6 5] 
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^-vl 63/ 



y ify KtGPR3 9 t^^ttJ fctt->^^-^fe3l«rSE<k$-fr*ft^**^ 
GPR 3 9mfrt LXit, »(7)GPR3 91**, ifcttfiii:HUt©ft 

><b^^^«7C^^felttt|5lfi7n» s fflv^tL^, 0 fl|x.tf, MI&6 5 (6 5 Z 
n) „ -7^;V6 3 (6 3 Ni) % t'tm^btl, ^t*i-7^;i/6 3 (6 3 
N i ) $ Lv> 0 

J^fcWKti, V Ft G P R 3 9 O^teS £i*v^;W2ji£^>ft;£-£ 
& fc&%t] <DX?V >> Ki^ ifGPR3 9*-MT-t-*«llft4/itt 
ilOHM?:, *9 7 IzmLtislyyT-KffiRir&Z.tlzX «9 G P 
R3 9ln D H *lSno A*7 7 7-t:(i, P H4~10 (Sil<l±pH6-8 
) <D V ^Bfc/t ? 77-, H; * -fflK^^f 7 7r-^i:'(0 1 J**>FtGPR3 9t 

CHAPS, Tween-80TM (ftl-Thy^i) , 
^ h - t'^M^^J Zs* 777- JDx. * it^T 

PMSF, n^y?-> % E-6 4 (^T^Kflf^JSQ > ^-7x?^>%t'<D 
7°UtT —Vm.&&l*ffim-t & Z t tT*i4o 0. 0 1 - 1 Om 1 O^-ty? 
-i&ifcfc, — ^* (5000~500000cpm) OSHftLfcV K£«] 
U mmzi 0~4m~1 0-1 0M«M^^HJ, ^HWfif^ 

* (nsb) Zto&fzibttmfflv^nvvify F*mx.tzKfc?-^~-y'i>m 

TSf&o RJS>l±ft 0-501C, IiL<(i|^4-3 7 X2X\ ft2 0fl-2 4 i$fiq 

<omxv 7r-T~m&Lfz^ tf7xmmMmzmtt&$kttm®.*mfozs>?- 

^*-»KBo) *&#M«WJfra* (NSB) fc3!v>fca*>h (B 0 - 
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#0 2 003 - 1 22464 



NSB) *10 0%fcUfcl*, (B-NSB) 50% 

[0 0 6 6] 

KtGPR39 t<D^^ttzit^vi-)vmm^mt^^^t^i> l 

fcfcfcli, «x.tf, GPR3 9*^i"&IBIftJW»«tt«:&ftIO^i^tti|jJRo 
£1\ GPR3 9^ttt^»-7;i/f ^ x ;vy^hf^ 

cAMP. r9*K>*4^) 0>£MW* Zfffimmiz X ottg 

ffl«l*»#»±. £ M^lJSrilfobn LT T y -fe-f fcJfT & o T X ^ 

SLfc*BHI&j&*i&£-e** 0 GP R 3 9 ^iSl/cili: ItJi, ^I^)GP R 

3 9 t^-tzmuw, Jtifioiam^MGP r 3 9 Lfzmmw* L 

</>o 

smssmm. mmmmm, m^mmm, nmmMmmm*: ti 

o 

#iWiLK i«saTii, (iiit v> 
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^-v I 65/ 



m> $kikfrmm. torn, ^s^ii^ii c^ux.^ mm., *~m> ~? 

* tz, Umt^t LT{±, G P R 3 9 O^&^OJ^T-M^feJ: V) ify K 
titzit&Wftt L < fflv^ttSo GPR39 ^fStt^PfiOJ^T-^is J: tfy 

V 2f> Vt GPR3 9 t<7)^tt^ff^*l»j^W7^^ hfrT>9=f 

±faL7^GPR3 9 wt^ra'-^ 

[0 0 6 7] 

V KiGPR 3 9 ^O^tt^fc.tiv^^-MSat^^b^-^^'fb^f 7t 
(«<7)t^^'J-->^ffl^r7Ki > GPR39, GPR3 9mtS« 
> Sfc»±GPR3 9^^^^«OMli^^^i-^^<7)^^-e^)^o 

1. x9V-->jrmtiM 

a) M5effi^*&£J;£>*ife^ffl^«rifc 

Hanks' Balanced Salt Solution (^r^nttJl) lc„ 0.0 5 vjfllttT;V 

b ) GPR3 9lp a p 

GPR3 9«-HI$^;CH0llI^ 1 2^7 4 V-M:5X1 0 5 fig/ft-? 

ffiSE# 2004-3047286 
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Bitt, 3 7X:, 5%C0 2 x 9 5%airt'2Hr«Lf:^ 0 

c) mmv ify k 

3E&65 (6 5 Zn) , - 7 ^ 6 3 ( 6 3 N i ) & £<Ol&M®.miL7tm 

d) ^^kisme 

[0 0 6 8] 

2. ifljjfcifc 

a) 1 2)ti^«S^-f|:TJ»LfcGPR 3 95SaCHO«»t, fl 
^ffl««*lml-C2EIj5fe^Lfc«, 4 9 0^ 1 Oi»5effltt«»*#^Jclni^-5 

o 

b) 10-3~io-l 0M*>ttttft6tt*tt* 5 ^ 1 JDx.^ Il'J 

mt^(Ditt> *) K 1 0 ~ 3 mo >; 2f > K£ 5 ^ i Jnx.Ti3 < o 

c) RJS**|fc*U 1 m 1 OMii|f3 i^it^o il^^Lfc 
tiOmmffiGtt0.2N NaOH-l%SDSt«U 4ml«y> 
■f-l^-^-A (^^M) fcii^fSo 

$J^U Percent Maximum Binding (PMB) % >X<D3i;-£$itb & 0 
PMB= [ (B-NSB) / (Bq-NSB) ] X 1 0 0 
PMB : Percent Maximum Binding 

b : tki£*Mz.tzm<Dm 

NSB I Non-specific Binding 
B o : 

[0 0 6 9] 

ffc*«% L < tt5c**3fctt*otttt, ^JR5n*fc G P R 3 9 fc«>lfrfrtt*fctt3, 
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^-vl 67/ 



^im^it, (-f) GPR3 9*frLxmmmr£®L*^-?Z>'[\:&%!)i>L<l3i7t 
mtfzii^r<DiM. {^t>*P2>, GP R 3 9 iz-ftir&T =r~x h) % (n) ^*ffl«ij . 

, (/n) ^IxttGPR3 9 tOjBr^^Stf ^<b-& 
fe& L< l*7tm*tzl*Z<D^ ttzli (-) ^JSx*fcGPR3 9 tOjfe^S- 

mt&bvVLt urn, («u &«ifcfc^) ( 

wit^o -«titti^ «m («x.tf, *)>n, 
gAtfcmwL, mfc%t°) tco^ tbkwi^igm. (Wx-ix, mm, yne 

m%m<r>m.t Itli, ^il^ ±1^, flft& If, IHftfc^OHftfcoJfc&qjfctf 
GPR 3 9K*fri-&T=f-* Hi, GPR 3 9 K*hj-£ V # > Y"Q 

G P R 3 9 C^f^ T"s $ ~3~7>. Hi % G P R 3 9 V KT'&&£ 
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^-v: 68/ 



£*7n* t G P R 3 9 t (D&£?) ^m^ir^it^ & L < ItTtmt fzte^vm. 

t)^m^-r^it^i>L<i,t7cmttz^<DU^ mint, m, xm 

^ %&wm, v^. ftjfli, im»f, tmmm, ^mmm, e 

tr<*, Lfc, ¥«ffiMftHH5:T, ft*** ^Ojfefc 

—■ft, GPR 3 9 \,Ztti-Z>T>**-X K ^m%mtGPR3 9 t<Dffi&Jj 

[0 0 7 0] 

^mzvtv xmnt-tz ztrfxz&o 

mv>w>xwmumz.mmx%z> 0 mtus, mt^mttz^^^^m^mzm 

1 1 i> ^-mzm^htitzmmmmizm^^^mmMmxMmi-^ ztiz 
<fc o -r * £ t -c # a o £ (b »j iz & if %> mm$-m $ *e a 
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^— 69/ 



rr->^_^ 77 If T =fA?> J: ^ &*t**U *S|&te<fe/U 

offifl&asg&^tr^SRift (Mill D-v;nf h-;K D--?>-h-^ iaft^ 
«rWfflv»fe*L, £^ftttlMtfib*k 7;^-^ 

3-^) > * (flU ^VVM-b8 0TM, HCO-5 0 

) ^^fctfflUUK ittliiLtli, 0Ox.«r, =rv^ % £^fflv> 

[0 0 7 1] 

Jtiew • mmMte, wz.it* mmn mux. v>mausmm. mm 

mm (#Ux.tf, r;K ^v, *y 

(#i6 0kgtLT) lC&v>Ttt, — Htco§ GPR 3 9 IC^i-^rrT- 
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I 70/ 



A htmo. 1-1 0 Omg, ftt L<*i»l. 0-50m g> i^JUli 
& 1 . 0-20 m g-eab&o *«PWHtS#-r*»-&'»i, l 0t41life4 
*NfelKft mtk, S4*tt4i'i:J:oT4*ft*#, ^jitf, &|*&J<« 

GPR3 9C**t47^h«:ftO. 01-30m g » #*L<ttjfcO. 
l-20mgm iO«F*t<ti»0. 1-1 Omge«*»jRftatfcJ: l?^ 

[0 0 7 2] 

(7) #S^(^fpfflpt *^XAOj|^ 

GPR 3 9 Srfflv^ifctwio-C. #1WGPR3 9 £^LTagS3&**r 

(1) GPR3 9»^it^#ttn, »*7Fft ft jfcft 

> 'k»«ft r^*> jrwft awfn-^it, j62fe^*g#wji£T\ mm. 
, ft mm, mmm, mu n»i*ft tHfMtft 'MR»ft en 

, Lfc>. fc**, fWIST, ft £«*ft fiiif, Af«tt 

l*ft rv;i/^-^ fcijEH>&i*ft •^'f^v^if^ : f&^» s G 

P R 3 9 Utt^-TA CI *«B-f*^r& 

(2) GPR39tfflv>4i^«fit4, »W7Fft ft iAcft 

> <frffiKft M**, IFHKft n^fn-^H, «^©ig*fc&fiT\ am 

> ft iim, amft arifiL, n«Kft mimm. >bm&m. &m 

GPR 3 9fc*H-a7=r-X hT*Sit^t5^ 

(3) GPR3 9*fflv>*£fc*4HKfc-*-*, ffttflgffft mttME 

RF • MM^G P R 3 9 r > * rf^* F^Jbiifc 

ffiSEijf 2 004-3047286 
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71/ 



(4) #1?:GPR3 9^S5»$*^J|i-frHi3Jt*; #I^GPR3 9i:W|S 
£fc*«F*fc-*-*±K (1) - (3) IB*W>**';-->r:£8: 

-^mnommji&m* v v ^jrtgsi^ g p r 3 9 t<D^i^mt 
&mmwG p r 3 9 ^^-Lxmm^^mLx^^ z t zmm-tz zt&x~ 

[0 0 7 3] 

(8) i»:felt^GPR3 9ttzli^r(DU^^ K -Mb-g- 

m t tz t± z (Dm z ^m-t & mm 
*mw<7)tfcm&, g p r 3 9 z^mMimm-tz - 1 &x%& <dx\ mmmK 

:fotf.2>GPR 3 9<DA*mtZ-£Z>ik&y>)Ztzl*^r<Dm.<7)X? 

(i) hPi?Li&%<7) a ) JfiL$u b) #^Ollf|. c) MS?^<b#gtL£*& 

l< izmmmzmMLfz^ mmmm^^mL, mnmmfrKtrtti&G 

PR 3 9 Z7£M-$-2>Z\bK£2>^ Mli^^lt^GPR 3 9«iM$t-S|k 

2 tz \t^<Dm.(D x?v--> 

go gpr3 9 *%mir&fcn&m^zmmLtz^ mmmmfrzmtL 
, mmmm^z^tfihGPR 3 9 zfcm-r&z. t\,zx&^ mmmtz&tf&GP 

R 3 9 (Dm it^y® *tzk±%<Di&<DKW--i' y-Hfr, 

(iii) f$\L \m\M)Sk<Dz) jfdJU b) c) Hiff^fb^iL/s: 

®Mi>L<i*mmmz$)h-£Lfz^ %L&m&&*m^z>z.tK±*), mmmm 
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^-v: 72/ 



(iv) GPR3 9$r^-r^>ff^fem#^^^JM-i:L^ 
[0 0 7 4] 

o 

(i) jE#^^^(i^f^T*;^t MffifLHj^ (tfUxJif, tvA, ^ 

-f*. -fr/nfc^ i»)I#6<)t:(iM^7 

&M££{2:*fflI^£ N «x.HT, (Miff, H;*ttgfc*fflr 

I^<titl^B^(7)i^v^ 0 tt«ffiatli, Potter-Elvehj 
(KinematicaM) Oi^t^ MitlfclZ £ &$£ffi y y U £ £*T2JDjEE 

ft#±fcUfflv»?>#i4 0 fliJxJ^ (5 0 0-3 0 0 0 r pm 

) "etttfm 0*) *&U ±}» (1 5 0 0 0-3 

0 0 0 0 rpm) 3 0 ^~ 2 ttm&b U #^>*L < 5it«4'J8l®^fci-& 0 
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^-v: 73/ 



mmmmfr^t k& g p r 3 9 ^ *mm$LW*m^tz^y 

(ii) GPR3 9^^i-^f^tem#:^±lBO^H^«L, fiBMtH 
ft&GPR 3 9 ^>l<i:^-Ci^ 0 
[0 0 7 5] 

m^tcfelt^ G P R 3 9 Oi^M^t^ft^J/:!^^^ ? V 
^f^^mi^Hii (3 0^HU-2 4^m 0^L<(i3O^lu 

^ 12 ^> i^^*t<{imrTO~6Btr«) t l<«-^b#^ (3 0 

3 0£ L < f± 1 B#r^~ 2 Ht, J; t L < tt 1 B#|R|&~ 2 4 B# 

(3 0#&- 3 0m. & $ L < ii 1 R»Mtt- 2 011 J: f)^S 

l < « i wrm- 2 4 R»n«) , mmmtz&t& g p r 3 9 o**^*-?-* - <t 

(ii) ^tem^^^lC^V^^Jg,^^^^^^^^,^^^^ 

( 1 Hlfe- 7 Bfk ^iL<(ii Qfc- 3 J: 0«F* L < 14 

2HH-3HH) , «MOllCfe»t4GPR3 9O«S&»-r*ifcm:0tfftd 

Wl^t^Jtil, G P R 3 9 OfllEttJMW9»wttJSlTO «t ? LTftKo 

o 

(iii) jE**£v>i20uft*77i,#fc MftUMfc -r**, ?,k 
*-9-*\ 7^ ^ J:>>*fltt&fc»±fe«3F£ 
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^-v: 74/ 



(iv) GPR3 9*%3&^&Mmm^Zm^TmM<7)^&ZtZ>Z£K± 

#&gi£mtK mmm&m, m^mmm, m^m.m.mmm^ t^m^htt 

, zfchik&m\±mi&%ik&mx$>'oxi> ^<Dit^xh^x^x^ 

o 

wii^ (Mxjf. mm, r/i, jyfc*mm> ^m&£*) torn., 
^nmmm (Mx-iz, mm, ^m, ^net^ ?-?>i>m, ^w>-m> ^ 
?m, m^m, v>=m, mm, ^M^m, *?>x)p*>m, ^> 

•if > * ;v * >-^& if) t <Di&i£ Zi>*m HZ o 
[0 0 7 6] 

*%m<vx?v-->y^mzm^x&htiz>i\:&Mt tzit^<Dmt, mmm 

K&lf& G P R 3 9 (DMZmtmt&im *^-fZ>ik&m*tz\$*:<DM.XZ> «) , 

^eumi, (J) mifamiz is if 2>gpr 3 9 <Dmz muz ^t&ztizx v), g 
s 6 sc^£M v * 7° ? - * ^-r & $B»j^^tt zm^mtz it&m t tz (i z <d m. 
, (n) mm,m^&W2> gpr39 ztizx*), mmmmm 
&*m§z^&ik&w*tz\$Jt<Dm.xh& 0 
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* #ffsUiB lt«, mi ttn ^ 

fctt^Otttt, 6PR3 goftfWI^jfiH-riftft^f 

, mutm^ iraaME*, ipgae, av*^ n - 

tow, wi, *k** % L;b> fz z^ mj & mmr ^ 
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[0 0 7 7] 

=*-A0 s ^*>f£#®r&1§£lj ^VM-hSoTM, HCO-5 0 

) ^^fffittUK MtLTIi, Wx.«T, r^flu ^sfafc 

• v>m&mmm. &n 

mm mitt, t^/, 7^ * 3% ^ ^ 
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KJ:0£#j±fc*j&*, ^P^co^r^ -IBLtiHzmz-^ (#16 
OkgtLT) fcfcuTtt, -BKoS<Bfl&*fc*5»t*GPR3 9^M«r*iJ0^ 
fctt*©tt*|& 0 . 1 - 1 0 0 m g , » 4 L < lift 1 . 0 - 5 0 m 
g> J:0»$L<tt#&l. 0-20mgn4 o ^pa«|}:^t^l± > * 

mme>&-?KMKttx.lX, (M60kgtLT) fc* 

v>T*i, -B fco§«fl&i|fc*5»t* G P R 3 9 <7)f fc^&nS^&lb^l: fcfi* 
O*sL£&0. 0 1-3 OmggE ffiKli^O. l-2 0mg8lt, J:^ 

ttoft»0«^^ M6 0 k gi^i)^|[U^^4t^it^i-5 0 
[0 0 7 8] 

(9) GPR3 9i:*fnfi;ftmLmgsi 

GPR3 9Ktt«^#0*faf&14tti, MGPR3 9©H#t-B'>^t^ 

«i, *6PR3 9Wt*^^A^i, »GPR3 9Wiifi 

«W5tt (iiif, 77^fK>» T-b^a»;>3WI, »Ca2+f 
ML ifirtcAMP4C «l6ficGMP^ mm 

mm&mm, mmfts&sw) >mt, c - 1 0 s ^fs^b, P Hogn^ 

GPR3 9i:#t*«# («, ^n^#) tt. GPR3 9<^iifiJ 

±m^m • tme t tz g p r 3 9 * tz « g p r 3 9 r>9* 

[0 0 7 9] 

(1 0) #f&^T>^>*DNA£^TLT&&|g^ 
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[0 0 8 01 

(11) ^^ODNA#Ai*tJ<7)^m 

Cl] ^^*ttDNAf^(if(7)tlDNA^|it^#li btt$Llb«K 
C2] HltlL»i»**yy«ttJ»T?*&W Cl] IB«4^»> 

C3] r^^niw^^^f f:i±7 7 ft^st [2} mm.<Dm®, &£& 

[4] *»Mon*ttDNA*it«±^-oasl|DNA**5firU ffi?Ll&^:J3^T 
^f&^^^DNA^Ttti-e^MDNA^^i-a^H hPS?L» (^T> 

mm*-^tfK^»^^«ifLT, $ftt<{i> ^lli?Li&^of&&^z;fctf 
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t^£ 0 tit, &DNAtf»-%mzj: femm, 3L4t<7>m&, mmmztiz 

BL/6 **» DBA2*Kft^ 2&mtLX, B6C3Fili, B D F i 
Xtt. B6D2F^1 ( BALB/cll, ICR,W^') 4fctt?*f. ( 
Mx.i^> Wistar, SD&£*) U» 8 

[0 0 8 1] 

*»U9^*ttDNAttt, ^t: mWftlf^irLTV^^lJioDNA 
V tt & < , ^9Ltt« ^^JPtt ■ »BS*ifc*«l!ODNA tv^ 0 

, £**KA&?) JWM&fctt. ttom ffeO^^ 

WtDNAattt, *t4GPR3 9*«as**DNAtlflcU «*. 
tf, IE#^GPR3 90*tt«mit- «6PR3 9t«as*4DNA4Wffl 

®®&&<d ionottiw, d n a * k* * 

oTf* s |DNAS'iMlT»MH^yn^-^- TOt ;^ u , DN 
A3^h9^htLTiv»*o*Hftc*?Cc*4 0 $^th D 
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^-v: 80/ 



©DNA*sMnDNA n&m%mm zftm-rzz 

[0 0 8 2] 

•fe\ JfiL/J^fi^SSTyS, ^7f>Kl, K 1 O^it^K 1 4, 

MSitfl IS, t^f ^ V AMPMiefiirt-^^ 1 f 7 'a.- 7 c? 

* 1> n y j TOBaStfcter V -7 * * v 7 * ~fe\ h 1; ^7 A^lMtt 

■)A*^A7fyy>H'j>Wt (Na, K — AT P a s e) , i*-n 

fcHH^fclf*-, MHC^7^IM (H-2L) % H-ras, K 

p-7kmmm, ?t«i^t^y^-{f (tpo) , ^^ksues 



fcbSE# 2004-3047286 




mm. 2 0 0 3- 1 2 2 4 6 4 ^- V : 81/ 

>> mmmu (vnp) , jfiLrtr^n^ kp3>*-^> k u^oif^ 

h^n^^-Zn*-*-, t h^y^Kil^SST-l a (EF-la 
[0 0 8 3] 

o3' Tit izmfatzztitBMitzx y)»j$tx~$>2> 0 

-iHVADNAO^^Hi-lflltLT, 2£fiJfFfll> MU 

. l«^«ft*RNAct *)<k%\<D^mz£ VmWkiStitzmffiDNAZJWMt L 

r^f-t^c^m**, ijt, ^tt^itDNAii, ±m<7)mmitzitmm 
mmm zftm-t %>z\t § & e 

or n* - 9 -oTSt* «t traps n i o 4»iNirfftto±«izj»a$««fliro 

D N Alffi^ft \z «fc 0 f^MI" Sit **T- § * 0 

tiilE#2 004-3047286 
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D N A Z&mz&W-f * £ fc *«R LT, iDN A««tt* t L T»#Oft*5l 
^«4*^lE^ft*J:cr^Jteo^T«»Won*ttDNA*^f=^« 

o 

*ADNA^ffirajfefefltono^rjc#o*qEif>f ^- mm&*#i»u ion* 

[0 0 8 4] 

3 * & *LT <DIEir D N A * - K «t o t:GP 

r 3 9 <7>mm%mmz%:m-fz> zt&$> *> y ^omm^r^mmt Lxmm-tz 

*»«OH#DNA|gJ»*tfflv»T, GPR39<7)i 
G P R 3 9 ^ilf I, Ei0^i«?(7)»^fe j; ^1 ^ OEiO 

*»W«^WM^*DNA*te»S*fc^WUB» tt , G P R 3 9 OJ» 

^^?>, gpr39 ^Ha-r*j«nzw-r«^*a8o^ * y 



miE# 2004-3047286 



&M 2003-122464 



83/ 



iftftllCfittAfftnolltDNA^it, ^Mfttt«OE3Mtt«J:Cf 
i D N A ^ -5 C t ^Itt * , *5&W 

[0 0 8 5] 

*»W<0*1lfDNA*:fr-*-**fc h«9LHr«(i. *»Wo*#DNAd*i«5S&3i 
$ *LT *3 <K FteteOjEUr D N A Oil * ^itCii] jftj&ift ( ;gp 

R 3 9 tO^f^fSttM^F^^ «? , ^(T>m^:T)^W^ t LTf IJM 

nc:t^-ei* 0 fllxJiT, ^H^O^DNA^ilitJ^Mv^T, GPR3 9 

Sfc, ^fl^ftWMTrrilttfcLTtt, *HWO*#DNAl5*a»fttt> GP 
R3 90«|fe^flHfia3FJE£*E^iJ*t**l&Mo*#GPR3 9 K a aiEHTC P R 
3 9?>^fg|S# (dominant negativefkH) t 

?v--> 7&ml\z i> mmmtx& %> 0 

(D*»w ©dn Am&mm^mM,* odnai> l< i^rna^ mhw*- * a\ 

4fcl*DNAKJ:l)*m**LfcGPR3 9 J: GPR3 
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9l:i y > ! $&M^ J %%L&2>^immti-ZGPR3 9 i: <ora^ttKov>T<7)#M?f 

££>K> ffl^DNAMt^ffli^, G P R 3 9 <=0^^rS14MTO^ 
ft^HTtf, GPR3 gtilf^iMMt^l^CH^i, ifc, 
G P R 3 9 KW£1-*£&^/l^£lj^fci3Jt* j; ^jjffl^^a^W^fM^ 

^/MKajRfcfcPk^ fn.5)Wftti«^5ifc4^^ GPR3 9&J: 

^ODNAfefit^lv^, G P R 3 9 ^afg^M'ttMTO^ 
£llrir> GPR3 9JCHJ|i-*^o»*3|6oH|&*fir^^^^ _h^o^ 
J: £>^E»j£ft ^fcJB^T, ^T'fiiift^f^^O^ ^ y - - 

ttDNAM^^^-^v^ GPR3 9#RIt4**©DNAte*fetft 

[0 0 8 6] 

(12) S v?TV YW)® 



ffifiE#2 004-3047286 



mm 2003-122464 
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[2) HDNA^i/'t'-^ — aSfe-?- -^mmm^ /? 7 ? y ^y-^m 

C3] isym&x-b&m [i3 ^uw.<om^mm, 

C4) Mis?Lijjtj^r^it»T^^>m en ^iBm<7)^«> 

[5] yyili^^xt^^i [4} «|Bm<7)K?^«, 

itt) z mxt & c t \z x «9 ^rstfrft ^ tt. mis*°-?- mtttf*$&m <o d n 
[83 #t vm%mmtfrvMW)V!)x~$>z>m c 6 j tous^^ Mffi?Li&tj. 
m * 1- * c ^ * #m t -r %> <d d n a & ~?u ^ - * - x&\± * ^ ^ 
mm^m-r^^m^DN AizA^^m^mx.^ ^ tKx «k dna« 

itg£#Pft!J'?"&#\ & L < iilDNA^n- KLtv^GPR 3 9 O^lt^H®^ 
Kmtkmt&^tlzX ^ DNArt^gftKGPR 3 9<^#imfg£^£&V> 

is (mr> Esmmtrnz-tz) £v^ 0 

i O^DNAIE^iJO-fPXti^^lJ^ fDNA^}fA$^(itt$^ 
£d tltZX-oXfttei ut#t'il, 0 -tL^cD^icJ: !9. ^ijx.fi\ n K>o|i 

£ «9#!§^Oy y ?T-5 bDNA^fp^i-n^iv^ 
[0 0 8 7] 
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. n a T^mt e s mm t tz \±*mn <d ; ■? ? r * h E s mm t mmi - h) 0 A# 

WfcLTtt, BWti-**lihl«IL»ft#3firi-«*»WODNA*4L«| 

^^ti-^»^J»ttilf^ *4v»lilacZ (fi-#?* h is 

)> cat (^D7A7x^n^7-fef;i/h7>^7x7- tfitf^) 

fc-r&P*-*- * # * £ fc J: $ * * y > *>*fe * ft*? £ *K 

ey« dn a* (jar, ^y^^w^-twEti) 

<?4Zry«.9 9 -fmKltm Lfc*5W©DNAJBWtf!>ifi»**ODN AEW t 
LfcPCRifcfcJ: SflWfu $^/7^T-^hES»Iglj 

Tli, Mx-if, Mi&<D £ d ZmzMZZtitzi) vZJB^x i> £ < ^ ttzG&U Eva 

nuke**, -fcttfcwti 2 gjSoESift^sfiTv^^ 

ly^ESttWt^^^g^iil^ C 57BL/6v^^ C 5 

7BL/6©^*O^«f$«:DBA/2fcO2Sait:J:0ft«LfcBDF 1 ^^ 

* (C57BL/6tDBA/2tOF 1 ) *«V*T*:fcLfc* Jjtfjfc 

ffiv*}*. BDPpWtt, fc^fljft 

fcJ0*.T, C5 7BL/6V7^?:ftH^T% :Wflv»THfe^ES 

«tt*«*r/l/v^xfcfta L/c fc C57BL/67^ fcyty 

1- « i X^<Dmmmm ^C5 7BL/6v^|:ftUa * jflt 
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[0 0 8 8] 

ftSe^ttOitfc^fciiiipg, *<Dimt it^H, 

1 0 0%rt*M2 Lv>^\ #jZO^%sefj^^(0M^±ffiil=&^(i, ESi 

fioi^iyy^r^M^ jE#*m& Mill ^**t?i±*kfe#gb&*2 
n = 4 o-c* sauna) t:s^n-ivm^t**si uv> 0 

it, sTomm^mm<DXd^mm^y^-v-mm±r-L i f (1-1000 

OU/ml) #ftTtd^»^*«#rt («F4L<»±, 5%^m**X, 9 5%^i 

tzte5%mm, 5%jm#x, 9 o%^> -^3 7 vx^m-t 

**U fcfWfcli. MJ^yVEDTAM (itO.001-0. 

5%f'jyy>/0. l-5mM EDTA, ff$ L < 0 . l%h'J^V/ 
ImM EDTA) ftaHJ: OJMBft^U #fcfcM*Lfc7* -^HMHLtfc 
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*<D?j7°<vmmizM\:ZitZZtj)njmT$>t) [M. J. EvansRTM. H. Kaufm 
an, *>f^*- (Nature) H292^ 154!^ 1981^ ; G. R. Martin -fu^~r 
J y?7. ■ ■ tvat;!' • TUT**- • *7 ■ *yjx.y* • jl-xxx- ( 
Proc. Natl. Acad. Sci. U.S.A.) 3178^ 7634JC, 1981^ ; T. C. Doetschman 
V^-±)\< ■ • x^r'Jtny 4 - • r V K • i^^^ij ^ . ^e;v 

& 8 7^ 27M, 1985^] . *»ESll^M^T||^ti^ 
*^<7)DNAM^»li, >f > \£ V u IZ&rtZ GPR39f/;liGPR3 

[0 0 8 9] 

^^^^<o^m<DDNA^<D^mmm(DDNAmmt^-f^4^--tLfz 
p c r&k x z>mffix~m<m.ir& zbtf-e%z> 0 hm^m^m^mm^m^tz 
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) 

LX%htitz®m±^ Mn, GP R 3 9 ^)Afn^|^|ff^ GPR3 
9<^xnf&^£ffiti^;£*:3cEU 6 G P R 3 9o^^i 

[0 0 9 01 

^-vtftK vmmmKik^x^ m&=mmtomyLKt ^h^dnamk 

Hi^*^@2-t«S)C:i:H«t iK &^fbDN A sh*-^ rf- >£«fc£>V\^ 
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**flODNA^^*t hilLttttit GPR3 9K«fc *>iN&$*L 
[0 0 9 1] 

(12 a) ^^^DNAO^ffl^ft^^^t-^ia-t-^^^L-c^ . ^ 

£ Wi" & -f b^t/ * (i <7>m.<D * >? >; - - ^ 

jfiL, mmm, mimw, &mm*. Lfc, 

ffc-B^u MiiUl ttttfiffiffc, flftWttttfflttfflU Attars*** 

#jnttt**»* lv» 0 ioi^jtiLTii, ^jx.^, mmsst (Mz.it, mm. >;> 
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%t**m^t>ti, wmyw&vt, nmit&®<v&n%t*\ l z$>fritxm±miR-f 

[0 0 9 2] 

^m^mwm i o %jo±, #4 l < a« 3 o i^jui^so 
& < k-fr* t t± <om t l x mn-r * £ t § a „ 
^%^f>si^tL7t^b^T^ ij , g p r 3 9 oxm^mm* tiz x^x^\^m 

1ST, 8fcjk "fefcl*^ fltflJWE;*:, IMMgfc, 'MfiiSS, iP£*K ffF®^ a 

^^-^ flRJft^o«stt*fiT, ««u m. mm. mmm, ml 

, H%K«, «<k«E#, fill, tr<*. Lfc, fc**, 

tLTti, v>m, *fc*xfe mt*i*) t 
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m 7s 7 v - - y mmx-n h ti tzit&m t tz 12 z <om. * ^rr & mm a . wtz 

finllLI&tf (#J;U^ -e**, ^H7f, ^3r\ 7"*?, 7 

3§W^&,m^ (#16 0 k g t LT) K&^Tte, — H Co^i^lii fet±-e 
<7>m£&j0. 1-1 0 Omg. 1friL<l±mi. 0-5 Omg, J: *) $f f L < l± 
mi. 0-2 0mg^tl. o ^PW^-^i-^^ti, mit^ttz\,t^(D 

tS/cl^Oil^M^Wft'If, f&W^Jtm^ (#16 OkgtLT) US 
#-f&^£\ -Htco^M-fb^tJ^Tt^^^^^O. 01~30mgS^ 
iKI^O. 1 -2 OmgSI, i f)0i L< l±m0. 1-1 OmggS^f 
f9^i-^OWfP^-e^)^ 0 ^tfrt^f^^ #16 OkgS/: 
J) b fcfi * S#"T & d t &X § & 0 

[0 0 9 3] 

(12 b) *mA<DDNAKnt&7°u*-?-<Dm&*femtfzmm-f2>it 
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— tfflW5=P (1 acZ) , ^itt7;^V7*^77^- tfitf^f fcfi^v? 
• *»WOD N A £ * -atfe^-TtKJI $ tLTt^BJO D N A»ffi^^ 

etkwjo^ K-rswuo^m* h 

h>/ ~" (1 acZ) TfJILTV^^ GPR3 9<OHIf 

x.fcf, 5-"7*n^e-4-^nn-3-^>'KV;v-y8-55f7^ he^y (X 
-gal) <7)£*)% fy^-^igt^ai^^TMtSu 

££o ^ffcWfctt, GPR3 9Xm^^^ifzit^(DmM^J)it:^^^)VT^r f 

V>MHF£»tttft (PBS) -CftlMft, X-gal^ 
tr*fe*T, M*fcli3 7Wifi-C, IU3 0M^U^^^E & 
mm** ImM EDTA/PBSMWnitCiot, (3-X7*Y 
^-•tfBOSfctfjh**, Sfe*«WW-*LHrj:v\, Ifrifefcfcv*, 1 a cZ 



tfJIE# 2004-3047286 



#J8S 2 0 0 3 - 1 2 2 4 6 4 v : 94/ 

wx.tts mm, *rW, ^net>», 7?^, vi/^i, =i^*au ^ 
?x.>m, v>=m. mm, &MMm, 

[0 0 9 4] 

GPR3 9<7)§§3l£^iU GPR3 9 0|gjt£ & d t tfX § * O T% 

g p r 3 9 o«ii^jzHiti-*«ufe4 ^o^Kf • mam* mm* 1 1 

GPR3 9^HMiU G P R 3 9 1 1, i t i ^, (0 1\ ft 

G P R 3 9 Ottj&§£ttcnjS-*-*&ft& t'^^RS • MU^t'Oglt L 

A, ^> y^, jtjflL, U^, o?KPS#. m-fkHE*, «i, fi 

GPR3 9o«M*fc«»*-*#y&fcLT»i, IMftftg 

[0 0 9 5] 

fiHS#LI&$& (^x.(f, 7>)^ */WE?K 7^, 
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ft^4fctt*o**«nJfi:^-*-**fr, (M6 Okg 

t LT) fcSnrtt, -B *:*4*Ott*|&0 . 1 - 1 0 0 m g 

, #4L<tt*H. 0-5 Omg, i^iKli^jl. 0-20mg^n 

o ^mnmz^-thm^^ m^t^tfzi±^(Dm.<D 1 nisMii^t, 

T) CS4t^f^ -Bt^li^i^lifoS^HjO. 0 1-3 0mg 
IE ^iL<ii|)0. l-20mggE i^JL<li|5)0. 1-1 Omg 

wsLtwmmtKx o * c moim**)**^ fame o 

GPR3 9©yn«-ir-|Bj{t*tt4DNAfc«ot, *OT*fc 

"9 *<BJS**#a:i-^«, G P R 3 9 Z<7) & OOfrrt-CO^tg^ 
[0 0 9 6] 

UPAC-IUB Commission on Biochemical Nomenclature J; &fflg-^-£>& 
^tta»fl-»»C^»t*«ffl^jc|fc^< fcot?*0, *O«tTB-*-* 0 4fc7 
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DNA Ift+y^fti 

c D N A ^IWft^v'J 

A : TT-> 

T : ^5 > 

G \?T-y 

c : v h v > 

RNA : 'j'iS&m 

m R N A I ^ •y-t > v> - i; 

dATP : ft^yJrVyVH'j >|£ 

dTTP I T-^^rv-^^ >^ 

dGTP :ft^y^T;y>E'j>| 

dCTP : ^^rv^v^HV >m 

ATP :Tf7y>Eni 

EDTA : j^?-u>i/T 5 >Eg^^ 

[0 0 9 7] 



G 1 y 


: jTV >>> 


A 1 a 




V a 1 


: > 


Leu 


I D^fy> 


I 1 e 


: ^ v n -> > 


S e r 


: -fe i ; > 


Th r 


: * v% — z/ 


C y s 


: v^t-^ >- 


Me t 




G 1 u 




Asp 




L y s 
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A r g 




H i s 




P h e 




T y r 


: ?-n v> 


Tr p 


: h; :/ h 7 r > 


Pro 


: 7°n >j > 


A s n 




G 1 n 


: 5 > 


pGlu 




* 




Me 


: *?-)i>m 


E t 


: 


B u 


: 73-fr& 


P h 




TC 


:f77'jy>-4 (R) -*^sK*-9-5 K 



[0 0 9 8] 



T o s 




CHO 


: ;v 


B z 1 


: ^>>?;v 


C 1 2 B z 1 




Bom 


: *ov 


Z 




C 1 -Z 




B r -Z 


I 2-7'D^> y >t^y*;^^;V 


B o c 


: t - 7 h * v * 


DNP 




Tr t 
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Bum 



Fm o c 



HOB t 



HOOB t 



: 3, 4-yt Kn-3 -fc Kn^y-4-t*y- 



1,2,3 -^>Vf'JTy> 



HONB 



:i-tKn^y-5-y;v * > -2, 3- 5> * ;i/ zK* v -f ^ K 



DCC 



[0 0 9 9] 

M^m-Sr : l 

fffiiGP R 3 9<7)T^ ym@B^J^^i-o 

S^iJ#-^ : 2 

fS*GP R 39^3- K1-& c DNA*>&&ie?!J&jjrt- e 
SS^J#^- : 3 

&T<DmMM 3 Ki5»tS TaqMan PC RI£ffi Lfc:/5 ^ T-coit 

H2?!l#^ : 4 

KkT<ommm3 iZ^f^T a qMa n PCR^fffflLf:^^ v-Wt 
: 5 

J^T^#I«!J3 &Ci3tf&T a qMa n PCRE^-effflL/^D-yoli 

[0 10 0] 
[H»J] 

*n-->^ (Molecular cloning) tCfBt££*LT^.?>;fr&&;:t£o fc 0 
[0 10 1] 

i^wji] n mgp r 3 $-GF?m&*y^?n*& : m-hc i a.omffi.<o 
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MGPR3 90C*Si:f|?07l/-A^ttt7>^7yj: *)#8t£ 
frfc Green Fluorescent Protein (GFP) cDN 

FP cDNACIiGFP©|&S^^?-pQBI2 5 (SMii) ^i^iiJL 
fc»Nt*fflv*fco GPR3 9(iPCR&CJ: *9 -e<0**-it=r K^fcftfllfcgSdN h e 
I<?)EliB?iJt:fIEL, C^lcGFP^^m^LT, SM&»HII&^0§&3lfll^* 
^-pAKKO-lllH (Biochem. Biophys. Acta, Hi 
numa, S. et a 1 . , 1219, 251-259, 1994 mm<D p 
AKKO-1. 1 1 Htm— 0^7^^ K^**-) CSALt, £?>^**- 
*fflv»tg^O^G P R 3 9 - G F >vn°* R C H 0 

[0 10 2] 

GPR 3 9 £^7c|| <7)T=^X hfSte^^ta 

GPR 3 9 WI,T^X h^^£TiB<WftT^Tofc3^ #^O^JS 
7Csg# ? G P R 3 9 <7)T =r- ^ ft^^Ct ^ij^ L fc 0 

iiWl-Cf^|[Ucl;hGPR3 9-GFPS&^**-£i£ALrt:CHO*ffl 
fl» (CHO/hGPR39-GFP) £3x10 4fa/l 0 0^1 nmWP'S 
X o tcffrf^U Black walled 96-well plate 
(C o s t a r ) K 1 «9 1 0 0 ^ I "fo^ttUb, C O 2 CT- Bfcg 

*LfCo «Bfl&rt*;l/v^AiftJ9F^lfr*FL IPR (Molecular De 
vice) 4rfflv*-cmTO*ftt?if9jgt/io F 1 u o - 3 AM (DO J I N) 
50^g^21 yU l DMSO (DO J IN) izmffiU $f>t:fl(0 2 0%7° 
(Molecular Probes) £#DX-?I-M^ 105// 1^ 
JnMLyf ZWitoLtz 1 0. 6ml07 7-b/fA777- [HBSS (Invit 
rogen) KIM HEPES (pH7. 4) (DOJIN) ^20mlIJ)D 
L, /D^yK (Sigma) 7 10mg£lN NaOH 5mlCiii 
$f>i:±IEOHBSS/HEPESM5ml fcJDx.ii'frLfci&iS 1 Oral^ 
JPLUMI-^o ] Kin*., 3t*fe*#iB[Sr|PI»Lfeo «Bfl&yv-h^tti*|^# 
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> 10 0^ lfo^ C0 2*»»ICT1 

y77-tj8v»TmFLiPRi:t ? h l* 0 tt&mKfmt**mfcm 

-M:^LFL I PR^y h L/Co ^^ffirftfclSSrJftLfem. F L I P R 
^•ffo/Co ^O^m, ttffcfcKS** (CdC 1 2 ) > mtm§& (ZnC 1 2 ) 

^ mtm (cue 1 2 ) , mk-v>r)\< (n i c 1 2 ) ^m^tzt^^ cho 
AGPR39-GFP <7>«i*i mtwmm&Mm k ±# t * (mi 

o ^fMMLT^^V>CHO»GPR3 9MOGPCR*H 
(&mJ*>) **GPR 3 9 Ktt1-£#Jllft&T=f^* ft^^it^ 
[0 10 3] 

[^»!I3] kMGPR39mRNAfS 

mRNAOHIi^fCliABI PRISM 7900 HT Seque 
nceDetector CTT^ hV^ * y^fAXtt) *JBv>fc 0 
feitlv^^^fv- [5' — TGTGACATTGGCCGTATGCT — 
3' (H3?U#-§-: 3) „ 5' — CAGTCGTGCTTGGGTTTGG— 3' 
(E8I#*: 4) ] t^n-^ [5' — TGCCCAACCAGATTCGGA 
GGATCA-3' (@E?iJ#^: 5) ] 14, t hfflG P R 3 90=ft»E^ (KBI 
ff:2) ^UCABI PRISM SequenceDetector^ 
RKDVy h -)i7P r imerExpress (7"/9>f K^tv^rAXtt 
) *fO£LTW>f VUfco ^Mt^^cDNAti, JttMEO 
total RNA l^g^^r/Ay^v-^^IgilK.LT^ 
ALfctO^Lfe, ig^iW¥iftLtSupe rSc r i p t 
II (GIBCO BRLIi) t«fflU fcsttoyn ha-^^LTt^oT^ro 
fc. ABI PRISM 7 9 0 0HT SequenceDetectorW 
SWTaqMan Universal PCR Master Mix ( 
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n-y-grO. 2 cDNA*i([tj|^*j*, 1 5 ^ 1 t LTM 

WkLtZo RStt, 5 0tf2^ 9 5ttl0^^ 9 5*C • 1 5fj\ 6 0 V 
• lfrWJ ? 4 0®m*)MLX?f-ofz o 

[0 10 4] 

GPR3 9 KT?&£* ^A, «J3 * 

> b«weif, m<bit#> <m»*#, e# N tr<*. 

[0 10 5] 
[B8I*] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 
<120> A Screening Method 
<130> B03108 
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<160> 5 
<210> 1 
<211> 453 
<212> PRT 
<213> Human 
<400> 1 

Met Ala Ser Pro Ser Leu Pro Gly Ser Asp Cys Ser Gin He He Asp 

5 10 15 

His Ser His Val Pro Glu Phe Glu Val Ala Thr Trp He Lys He Thr 

20 25 30 

Leu He Leu Val Tyr Leu He He Phe Val Met Gly Leu Leu Gly Asn 

35 40 45 

Ser Ala Thr He Arg Val Thr Gin Val Leu Gin Lys Lys Gly Tyr Leu 

50 . 55 60 

Gin Lys Glu Val Thr Asp His Met Val Ser Leu Ala Cys Ser Asp He 
65 7 0 75 go 

Leu Val Phe Leu He Gly Met Pro Met Glu Phe Tyr Ser He He Trp 

85 90 95 

Asn Pro Leu Thr Thr Ser Ser Tyr Thr Leu Ser Cys Lys Leu His Thr 

100 105 110 

Phe Leu Phe Glu Ala Cys Ser Tyr Ala Thr Leu Leu His Val Leu Thr 

115 120 125 

Leu Ser Phe Glu Arg Tyr He Ala He Cys His Pro Phe Arg Tyr Lys 

13° 135 140 

Ala Val Ser Gly Pro Cys Gin Val Lys Leu Leu He Gly Phe Val Trp 
145 I 50 155 160 

Val Thr Ser Ala Leu Val Ala Leu Pro Leu Leu Phe Ala Met Gly Thr 

l g 5 170 175 

Glu Tyr Pro Leu Val Asn Val Pro Ser His Arg Gly Leu Thr Cys Asn 
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180 



185 



190 



Arg Ser Ser Thr Arg His His Glu Gin Pro Glu Thr Ser Asn Met Ser 

195 200 205 

He Cys Thr Asn Leu Ser Ser Arg Trp Thr Val Phe Gin Ser Ser He 

210 215 220 

Phe Gly Ala Phe Val Val Tyr Leu Val Val Leu Leu Ser Val Ala Phe 
225 230 235 240 

Met Cys Trp Asn Met Met Gin Val Leu Met Lys Ser Gin Lys Gly Ser 

245 250 255 

Leu Ala Gly Gly Thr Arg Pro Pro Gin Leu Arg Lys Ser Glu Ser Glu 

260 265 270 

Glu Ser Arg Thr Ala Arg Arg Gin Thr He He Phe Leu Arg Leu He 

275 280 285 

Val Val Thr Leu Ala Val Cys Trp Met Pro Asn Gin He Arg Arg He 

290 295 300 

Met Ala Ala Ala Lys Pro Lys His Asp Trp Thr Arg Ser Tyr Phe Arg 
305 310 315 320 

Ala Tyr Met He Leu Leu Pro Phe Ser Glu Thr Phe Phe Tyr Leu Ser 

325 330 335 

Ser Val He Asn Pro Leu Leu Tyr Thr Val Ser Ser Gin Gin Phe Arg 

340 345 350 

Arg Val Phe Val Gin Val Leu Cys Cys Arg Leu Ser Leu Gin His Ala 

355 360 365 

Asn His Glu Lys Arg Leu Arg Val His Ala His Ser Thr Thr Asp Ser 

370 375 380 

Ala Arg Phe Val Gin Arg Pro Leu Leu Phe Ala Ser Arg Arg Gin Ser 
385 390 395 400 

Ser Ala Arg Arg Thr Glu Lys He Phe Leu Ser Thr Phe Gin Ser Glu 



405 



410 



415 
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Ala Glu Pro Gin Ser Lys Ser Gin Ser Leu Ser Leu Glu Ser Leu Glu 

420 425 430 

Pro Asn Ser Gly Ala Lys Pro Ala Asn Ser Ala Ala Glu Asn Gly Phe 

435 440 445 

Gin Glu His Glu Val 

450 
<210> 2 
<211> 1359 
<212> DNA 
<213> Human 
<400> 2 

atggcttcac ccagcctccc gggcagtgac tgctcccaaa tcattgatca cagtcatgtc 60 
cccgagtttg aggtggccac ctggatcaaa atcaccctta ttctggtgta cctgatcatc 120 
ttcgtgatgg gccttctggg gaacagcgcc accattcggg tcacccaggt gctgcagaag 180 
aaaggatact tgcagaagga ggtgacagac cacatggtga gtttggcttg ctcggacatc 240 
ttggtgttcc tcatcggcat gcccatggag ttctacagca tcatctggaa tcccctgacc 300 
acgtccagct acaccctgtc ctgcaagctg cacactttcc tcttcgaggc ctgcagctac 360 
gctacgctgc tgcacgtgct gacactcagc tttgagcgct acatcgccat ctgtcacccc 420 
ttcaggtaca aggctgtgtc gggaccttgc caggtgaagc tgctgattgg cttcgtctgg 480 
gtcacctccg ccctggtggc actgcccttg ctgtttgcca tgggtactga gtaccccctg 540 
gtgaacgtgc ccagccaccg gggtctcact tgcaaccgct ccagcacccg ccaccacgag 600 
cagcccgaga cctccaatat gtccatctgt accaacctct ccagccgctg gaccgtgttc 660 
cagtccagca tcttcggcgc cttcgtggtc tacctcgtgg tcctgctctc cgtagccttc 720 
atgtgctgga acatgatgca ggtgctcatg aaaagccaga agggctcgct ggccgggggc 780 
acgcggcctc cgcagctgag gaagtccgag agcgaagaga gcaggaccgc caggaggcag 840 
accatcatct tcctgaggct gattgttgtg acattggccg tatgctggat gcccaaccag 900 
attcggagga tcatggctgc ggccaaaccc aagcacgact ggacgaggtc ctacttccgg 960 
gcgtacatga tcctcctccc cttctcggag acgtttttct acctcagctc ggtcatcaac 1020 
ccgctcctgt acacggtgtc ctcgcagcag tttcggcggg tgttcgtgca ggtgctgtgc 1080 



ffiH# 2004-3047286 



#M 2003-122464 



^- v ! 105/ 



tgccgcctgt cgctgcagca cgccaaccac gagaagcgcc tgcgcgtaca tgcgcactcc 1140 
accaccgaca gcgcccgctt tgtgcagcgc ccgttgctct tcgcgtcccg gcgccagtcc 1200 
tctgcaagga gaactgagaa gattttctta agcacttttc agagcgaggc cgagccccag 1260 
tctaagtccc agtcattgag tctcgagtca ctagagccca actcaggcgc gaaaccagcc 1320 
aattctgctg cagagaatgg ttttcaggag catgaagtt 1359 
<210> 3 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 3 

tgtgacattg gccgtatgct 20 
<210> 4 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 4 

cagtcgtgct tgggtttgg 19 
<210> 5 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 5 

tgcccaacca gattcggagg atca 24 
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/hGPR3 9-GFP) K^A^jmL^iirt^^y^Ai 

m<Dm®*m'<tzm%:*7Fir 0 Time (sec) i*mtfk<Di%m (#) 

0 Count s kM»rt#;i^^A^jgo^fb£3rt 0 D{i3 0 0 //Mcom-fb* 
KS*A.£, ^til 0 0 fxM<DmkU K^A£, 0(± 1 0 n M<D^k* 

[H2] tfGPR3 9-GFP|II^^-^iAU:CH0«tt (CHO 
/hGPR39-GFP) t^bMI&^T^P LfcBf <afflJi£l*]# ;l^> A^O^ 
»S:li^7t|t^:^^-r o Time (sec) ^mMk^nm (#) £*rf 0 Co 

u n t s\mm,fti3)Vi/t7Aifkm<Dmk*7F-r 0 ni$3 o o M M<D^mm^, 

A(il 0 O/.MO^bMg&S:, Ofil 0^M(7)^bMI&^^nL/c^^^i- o 
[EJ3] H hGPR3 9-GFP5|ia^^^-^#AL^CHOm^ (CHO 
/hGPR39-GFP) Kj^fbfO&^n L£B#<7);?«|*j# ;v v ? AjtJg(7)^l& 
Zm^fz&^ZTfil-o Time (sec) fi«tf£<£>B#F*5 080 ^^i" 0 C o u 

n t s mm^^^^^AmB.^it^miro on 3 0 0/<m«i^, a»± 

1 0 O^MOi^fcflS:, Ofil O/zMO^bii^^inL/i^^^-t-o 

[H14] UGPR3 9-GFPHi^^^iAU:CHOa» (CHO 
/hGPR39-GFP) tc^b- * ^ ;V £ « t £ Bf <7>,*ttI*J Jj )V v * A 
<»i&£fl^^£^1- 0 Time (sec) tt$&&n&OI$ra (#) £^1% 
Counts {iMrt^^v^Aaft^^b^^l-o 0*3 0 

Aiii 0 0^M«-^;i/|-, Ofi 1 0 Mtf^b- v 

[H5] GPR3 9 mRNA<Dtfait(7)M^^to 3H-|/2 5 
ng total RNAii2 5ng total R N A^fc «9 <D=i \£-Wk 

[HI6] GPR3 9 mRNAOt MM««t«ii^^f 0 3^ 
/25ng total RNAIi2 5ng total R N A^fc «9 ^ n kf 

IIH7] GPR3 9 mRNAcot ^^Jl^^«^T^^=&^i- 0 n if-§£ 
/ 2 5 n g total RNAIi25ng total R N A^/c O n tf 
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